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Efficacy documented in multi-center 
double-blind clinical trials. 
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One patient was lost to follow-up and one patient 
dropped out of therapy for reasons not related to 
efficacy or safety. Both of these patients were 
experiencing excellent or good response at their last 
visit. Excellent or good response was maintained in 
twenty of the twenty-four patients (83%) who could be 
evaluated at the end of this phase. Four patients showed 
a decrease from excellent or good to fair. Ten of the 
twenty-four patients reported adverse reactions during 
the open-label phase of the studies. The reactions 
reported were generally mild drying or an oily feeling. 
They did not cause discontinuation of therapy in any 
patient. Three of the patients had daily dosage 
frequency reduced. 


15% topical solution 


Formulated for consistent reliability. 
Base formulated to provide optimal stability of antibiotic. 


The base for Staticin is a unique, patented, non-aqueous formulation to provide 
optimal stability for the antibiotic. The vehicle provides a mild drying and 
peeling action, although this action has not been clinically documented to help 
in the control of acne. The fragrance used is hypoallergenic and has been 
certified by the Research Institute for Fragrance Materials not to contain any 
known sensitizing substances. 





Ready to use with certified consistency for uniform activity. 


Staticin is subjected to rigid quality control. It is also assayed and certified to 
assure uniformity of activity. 


Stable at temperatures below 86 ° F. 


An amber bottle protects Staticin from the effects of light. Its high degree of 
stability is an inherent result of its unique formulation. Particulate matter will not 
form in Staticin. 


Stability assured for two years. 


R During manufacture, Staticin is subiected to ongoing tests to assure stability. 
R. Samples of Staticin are stored and constantly monitored for prolonged stability. 


Formulated for patient acceptance and compliance. 


Patients who respond usually see substantial improvement 
within the first four weeks of therapy. 


Will not stain or discolor skin. 
Quick and easy to apply. 
No refrigeration means no inconvenience. 


Ready to dispense at pharmacy, no waiting 
for compounding. 


5 @ SIMPLE b.i.d. dosage, ONCE IN THE MORNING, 
ONCE IN THE EVENING. 






The First...ready-to-use 
1.5% erythromycin 
topical solution 


No gastrointestinal or irreversible 
ativerse reactions seen in clinical trials. 


There were no irreversible adverse effects reported by any 
of the 11 clinical investigators. 


Only three patients discontinued 
therapy due to adverse reactions. 


Severe erythema, scaling, tenderness and dryness were 
considered unexpected but treatment-related effects. 
Twenty-six patients in the erythromycin 

group experienced one or more of these 

side effects during the study periods. 

However, only 2 patients treated with 

erythromycin discontinued therapy as a 

result of erythema, scaling, tenderness or 

dryness. From earlier studies, one patient 
experienced an urticarial-type reaction 2 

days after initiation of therapy with the 

erythromycin solution and required steroid 

therapy. Treatment was discontinued and the 

patient fully recovered in six days. 





Staticin 
mül 1.5% 
topical solution 


©1980 W.P. Inc. 





Staticin® 
(erythromycin) 
1.5% TOPICAL SOLUTION 


DESCRIPTION —Contains 15 mg/ml erythromycin 
base in a clear solution vehicle of 55% alcohol, 
propylene glycol, laureth-4 and fragrance. 


CONTRAINDICATIONS — Hypersensitivity to 
erythromycin or any of the other listed ingredients. 


WARNING —The safe use of STATICIN during 
pregnancy or lactation has not been established 


PRECAUTIONS —For external use only. Keep away 
from eyes, nose, mouth and other mucous membranes. 
Concomitant topical acne therapy should be used 
with caution because a cumulative irritancy effect 
may occur, especially with the use of peeling, 
desquamating or abrasive agents. 

The use of antibiotic agents may be associated with 
the overgrowth of antibiotic-resistant organisms. If 
this occurs, administration of this drug should be 
discontinued and appropriate measures taken. 


ADVERSE REACTIONS — Erythema, desquamation, 
tenderness, dryness, pruritus and oiliness. 155 of 193 
patients exposed to the drug during clinical effective- 
ness trials experienced some type of adverse effect; 
approximately half experienced local drying of the 
treated areas. One generalized urticarial reaction, 
possibly drug-related, was reported. 


HOW SUPPLIED—STATICIN solution, 60 ml amber 
glass bottle, NDC 0072-8000-60. 


US. Pat. 4,000,263 


For full prescribing information see package 
insert. 


WESTWOOD” 


PHARMACEUTICALS INC 
Buffalo, New York 14213 


The beşini of Dermatology, 


1 Emory University, Atlanta, Georgia 
: „announces a one-year Fellowship 
<in Chemosurgery and Dermato- 


logic Surgery beginning July 1, 
1981. Applications may be ob- 
tained by writing: 


— Dr. Richard G. Bennett 
= Chief, Chemosurgery Unit 
Department of Dermatology 
Emory University Clinic 
1365 Clifton Road, N.E. 
Atlanta, Georgia 30322 


PGY-2 


TWO FIRST YEAR 
DERMATOLOGY RESIDENCY 
POSITIONS AVAILABLE 
IN FULLY ACCREDITED 
3 YEAR PROGRAM. 
CONTACT: 


-= William R. Levis, M.D. 
-= Chief, Dermatology Dept 
USPHS Hospital 
. Bay Street & Vanderbilt Ave 
-Staten island, N.Y. 10304 
212 447 3010 Ext 311 


-AN EQUAL OPPORTUNITY EMPLOYER 


Frees You from 
the Constraints of o 
Manufactured Fornu 


Patients and their conditions differ... 

should the drug and concentration me 

for treatment. Yet manufactured, fixed-for 
topical medications lock you into using the. 
same concentrations in every case. — 


With Neutrogena® Vehicle/N® compoul 

you have prescribing flexibility... flexibi 
prescribe a 12 9/6 formulation when app 

ate, or 1%, or 2%, or whatever yar experi- 
ence suggests. . 


With over 1 million prescriptions a 
Vehicle/N® has proven itself io op 
tem th 


like to use. Application vi 
Appliderm™ Applicator is ea 
And the Vehicle/N® formula 
oily or gritty. Patients 
you direct. 6. 








” IBIOEVADABLE 


An elusive 
tinea infection 
that can 

take months 
to clear. 
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l5 OAVAILABLE: 


ANNOUNCING 


GRISACTIN ULTRA 


(GRISEOFULVIN ULTRAMICROSIZE) 
125, 250 MG TABLETS 


Ultramicrosize GRISACTIN® Ultra offers three 
significant benefits for treating tinea infections*: 


— optimal bioavailability 
— often the convenience of one small tablet a day 
—economy 


Ultramicrosize GRISACTIN Ultra. All the griseofulvin 
your patients need — for as long as they need it. 


AND NOW... ar 
TELE-AVAILABLE .—. 
Physicians can request free product samples by dialing 
toll-free: Continental U.S.A.: 800-528-6050 (except Arizona) 
Arizona: 800-352-0458, Alaska/ Hawaii: 800-528-0470. 

This service is available for your convenience 24 hours-a-day, 
every day. 


*With infections due to griseofulvin-sensitive fungi. 
Please see brief summary of prescribing information on following page. 










BRİEF SUMMARY 
(For full prescribing information, see package circular.) 
— GRISACTIN® Ultra 
Brand of griseofulvin ultramicrosize 
A Fungistatic Antibiotic 
INDICATIONS: Griseofulvin is indicated for the treatment of 
ringworm infections of the skin, hair, and nails, namely: Tinea 
corporis, Tinea pedis, Tinea cruris, Tinea barbae, Tinea 
capitis. Tinea unguium (onychomycosis) when caused by one 
or more of the following genera of fungi: Trichophyton rubrum, 
Trichophyton tonsurans, Trichophyton mentagrophytes, Trich- 
“ ophyton interdigitalis, Trichophyton verrucosum, Trichophyton 
megnini, Trichophyton gallinae, Trichophyton crateriform, 
Trichophyton sulphureum, Trichophyton schoenleini, Micros- 
porum audouini, Microsporum canis, Microsporum gypseum, 
Epidermophyton floccosum. 
NOTE: Prior to therapy, the type of fungi responsible for the 
infection should be identified. 
The use of this drug is not justified in minor or trivial infec- 
tions which will respond to topical agents alone 

k Griseofulvin is not effective in the following: Bacterial infec- 
əə tions, Candidiasis (Moniliasis), Histoplasmosis, Actinomy- 
S ‘< cosis, Sporotrichosis, Chromoblastomycosis, Coccidioi- 

m domycosis, North American Blastomycosis, Cryptococcosis 

(Torulosis), Tinea versicolor, Nocardiocis. 

CONTRAINDICATIONS: This drug is contraindicated in 

Patients with porphyria, hepatocellular failure, and in individ- 

uals with a history of hypersensitivity to griseofulvin. 

WARNINGS: Prophylactic Usage: Safety and efficacy of 

griseofulvin for prophylaxis of fungal infections has not been 

established. 
Animal Toxicology: Chronic feeding of griseofulvin, at levels 
“ranging from 0.5-2.5% of the diet, resulted in the development 
of liver tumors in several strains of mice, particularly males 

Smaller particle sizes result in an enhanced effect. Lower oral 

dosage levels have not been tested. Subcutaneous adminis- 

tration of relatively small doses of griseofulvin, once a week, 

during the first thee weeks of life has also been reported to 

induce hepatomata in mice. Although studies in other animal 
-~ species have not yielded evidence of tumorigenicity, these 

Studies were not of adequate design to form a basis for 

conclusions in this regard. v 

İn subacute toxicity studies, orally administered griseofulvin 
produced hepatocellular necrosis in mice, but this has not 
been seen in other species. Disturbances in porphyrin metab- 
olism have been reported in griseofulvin-treated laboratory 
animals. Griseofulvin has been reported to have a colchicine- 
like effect on mitosis and cocarcinogenicity with methyicho- 
lanthrene in cutaneous tumor induction in laboratory animals. 

Usage in Pregnancy: The safety of this drug during preg- 
nancy has not been established. 
~ Animal Reproduction Studies: It has been reported in the 

_ literature that griseofulvin was found to be embryotoxic and 
teratogenic on oral administration to pregnant rats, Pups with 

` abnormalities have been reported in the litters of a few bitches 

treated with griseofulvin. Additional animal reproduction 
studies are in progress, 

Suppression of spermatogenesis has been reported to 
occur in rats, but investigation in man failed to confirm this. 
PRECAUTIONS: Patients on prolonged therapy with any 
-~ potent medication should be under close observation. Peri- 
odic monitoring of organ system function, including renal, 
hepatic, and hematopoietic, should be done. 

Since griseofulvin is derived from species of Penicillium, 
the possibility of cross-sensitivity with penicillin exists: 
however, known penicillin-sensitive patients have been 
treated without difficulty. 

Since a photosensitivity reaction is occasionally associated 
with griseofulvin therapy, patients should be warned to avoid 
exposure to intense natural or artificial sunlight. Should a 
photosensitivity reaction occur. lupus erythematosus may be 
aggravated. 

Griseofulvin decreases the activity of warfarin-type antico- 

_ agulants so that patients receiving these drugs concomitantly 
may require dosage adjustment of the anticoagulant during 
and after griseofulvin therapy. 

Barbiturates usually depress griseofulvin activity and 
concomitant administration may require a dosage adjustment 
of the antifungal agent. 

ADVERSE REACTIONS: When adverse reactions occur, they 

‘are most commonly of the hypersensitivity type such as skin 
rashes, urticaria, and rarely, angioneurotic edema, and may 

necessitate withdrawal of therapy and appropriate counter- 

measures. Paresthesias of the hands and feet have been 

Ar reported rarely after extended therapy. Other side effects 

əy reported occasionally are oral thrush, nausea, vomiting, 
epigastric distress, diarrhea, headache, fatigue, dizziness. 

b insomnia, mental contusion, and impairment of performance 
of routine activities. 

E Proteinuria and leukopenia have been reported rarely. 

B Administration of the drug should be discontinued if granulo- 


L cytopenia occurs. 
kr, VVhen rare, serious reactions occur vvith griseofulvin, they 
f 2 are usualiy associated vvith high dosages, long periods of 
g ~o therapy, or both. 

DOSAGE AND ADMINISTRATION: Adults: 250 mg daily for 

ü most patients, and 500 mg daily in divided doses for patients 
ik 9 with fungal infections that are more difficult to eradicate 
h Se Children: 2.5 mg per pound of body weight per day is effec- 
və tive for most children. Children 2 years of age and younger: 
dosage has not been established. 7039/80 


AYERST LABORATORIES 
New York, N.Y. 10017 
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A safe, 
economical method 
of permanent 
hair removal— 
from face, legs, body 


To save valuable office time, 
you can confidently 
recommend Perma Tweez to 
your patients for their 
home use. 


= 


. Battery-operated instrument self- 
sterilizes v/hen current flovvs. 

e Original patented self-correcting 
needle. : 

e No-puncture safety feature helps 
prevent infection. 


ə Proved clinically safe 
(report on request). 


PERMA TWEEZ 8, ATTACHMENT $22.95 
Check Enclosed O Invoice after 30 days 


30 DAY UNCONDITIONAL MONEY BACK GUARANTEE 


GENERAL MEDICAL CO., Dept. D-128 s 
1935 Armacost Ave., West Los Angeles, CA 90025 








For the part-time occupational physician... 


An invaluable 
quick reference 
guide to 
occupational 


dermatoses 


The AMA’s new guide, 
Occupational Dermatoses 
is an invaluable aid for 
physicians working part- 
time in occupational health 
programs. 

It provides a ready 
reference for specific in- 
formation on the causes, 
diagnosis, prevention, and 
treatment of occupational 
skin diseases. It also 
discusses management of 
prolonged and recurrent 
dermatoses, medico-legal 
aspects, and provides 
extensive references. 

To order your copy 
($1 ea.) of Occupational 
Dermatoses, OP-108, write: 
Order Dept., AMA, P.O. Box 
821, Monroe, WI 53566. 
Allow 4-5 weeks for 
delivery. 
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WITH AN IMPRESSIVE | 
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CLODERMiy: 


(clocortolone pival 


During clinical trials 
Cloderm was safety-evaluated ' 
for up to seven months, in five 
study groups involving a total 
of 506 patients with a variety of 
dermatoses. The medication was 
applied to the affected skin in 
accordance with label directions 
and side effects were monitored. 
Result: no reports of secondary 
infection, skin atrophy, striae, 
hypertrichosis, acneform 
eruption or hypopigmentation. 


Cloderm was safety-evaluated” 
for up to 40 days in studies of 
147 faces, including those of 
children, being treated for atopic 
and seborrheic dermatitis. The 
medication vvas applied to the 
affected skin in accordance vvith 
label directions and side effects 
vvere monitored. 

Result: no reports of skin atrophy, 
striae or hypopigmentation. 


In tests for adrenal 

suppression 

In this safety test, " 60 grams of 

Cloderm vvere applied, under 

occlusion, to 80% of the body of 

each of 10 normal subjects for 

21 days. Serial 17-ketosteroid and 

cortisol plasma determinations 

vverc performed during and after 

application. : R 

Result: no adrenal suppression These studies suggest, in the 

was noted in anv of the subjects. opinion of one investigator, 
that “...Cloderm may be applied 
for long periods of time without 
the development of delayed or 
cumulative local or systemic 
toxicity.” | 





ANDAN EMPHASIS 
ON RAPID RESPONSE 


2757 noted a remarkably rapid response 
to Cloderm against various dermatoses. For the vast 


majority of patients, a good to excellent response 
was noted within two weeks; in fact, many patients 
responded in 4 to 7 days. 


Vanishing cream base is well accepted. 


RAPID RESPONSE IN CONTACT DERMATITIS ' 
EFFICACY: CONTACT DERMATITIS (44 patients) 


78% 87% f 
: 
7 4 3 21 : 


RAPID RESPONSE IN ATOPIC DERMATITIS ' 


Twenty of these 
patients were 
treated with 
placebo. Good to 
excellent results 
were observed in 
35% after one 
week, in 47% after 
two weeks and in 
50% after three 
weeks. $ 


E 








b” 
o oz 


% RESPONSE TO TREATMENT 
(Good to Excellent) 
$ 88 





DAYOF 
OBSERVATION 









One hundred of 
EFFICACY: ATOPIC DERMATITIS (209 patients) these patients 
100 z ə vvere treated vvith 
$ 80 k : placebo. Good to 
B = excellent results 
60 o, vvere observed in 
£ 1 56% 69% 27% after four 
şə o o : days, in 41% after 
3 20 41% 5 one week and in 
2 əz i f 51% after two 
0 - - weeks. 
R DAY OF 4 7 4 
OBSERVATION 
RAPID RESPONSE IN SEBORRHEIC DERMATITIS ' EEI ON 
— —— --———— es aM enty-one 
EFFICACY: SEBORRHEIC DERMATITIS (44 patients) these patients 


7 ə 07 Hse 
0, cebo. Good to 
8906 95% ecole: results 
76% were observed in 
65% after four 
days, in 75% after 
one week and in 
| 71% after two 
weeks. 
4 7 4 


'Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. Absence of adverse effects 
reported in these studies does not rule out the possibility of adverse effects in general or adverse effects 
resulting from larger amounts of medication applied for longer periods of time. For local and/or 
systemic adverse reactions that may be encountered with all topical corticosteroids, especially under 
occlusive dressings, please see prescribing information. 


“2Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. 47 patients were treated 
with Cloderm only, 54 patients were given placebo only, and 46 patients were given both. Dryness and 
irritation were the principal medication-related side effects observed in these studies. One case of 
folliculitis, not necessarily attributable to medication, occurred in a patient treated for seborrheic 
dermatitis. 

Side effects attributed to placebo were dryness, irritation and contact dermatitis. 
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CLODERM* 

(clocortolone pivalate) Cream 0.1% 
Indications: CLODERM (clocortolone pivalate) 
Cream 0.1% is intended for relief of the inflam- 
matory manifestations of corticosteroid respon- . 
sive dermatoses. 

Contraindications: Topical steroids are con- 
traindicated in those patients with a history of 
hypersensitivity to any of the components of the 
preparation. 

Precautions: If irritation develops, the product 
should be discontinued and appropriate therapy 
instituted. 

In the presence of an infection, the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled. 

If extensive areas are treated or if the occlusive 
technique is used, there will be increased sys- 
temic absorption of the corticosteroid and suit- 
able precautions should be taken, particularly 
in children and infants. _ 

Although topical steroids have not been reported 
to have an adverse effect on human pregnancy, 
the safety of their use in pregnant women has 
not absolutely been established. In laboratory 
animals, increases in incidence of fetal abnor- 
malities have been associated with exposure 

of gestating females to topical corticosteroids, 
some cases at rather low dosage levels. 
Therefore, drugs of this class should not be 

used extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 

The product is not for ophthalmic use. 

Adverse Reactions: The following local adverse 
reactions have been reported with topical corti- 
costeroids, especially under occlusive dressings: 
burning, itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, hypopig- 
mentation, perioral dermatitis, allergic contact 
dermatitis, maceration of the skin, secondary 
infection, skin atrophy, striae and miliaria. - 
Dosage and Administration: Apply CLODERM 
(clocortolone pivalate) Cream 0.1% sparingly to 
the affected areas three times a day and rub in 
gently. 

In resistant cases CLODERM Cream may be 
applied more frequently —or using the occlusive 
dressing technique. 

Occlusive Dressing Technique: If occlusive dress- 
ings are used to treat resistant lesions, a small 
amount of CLODERM Cream should be rubbed 
into the lesion. The preparation should be 
reapplied leaving a thin coating on the lesion, 
and it should be covered with a pliable non- 
porous film. Overnight occlusion treatment has 
been generally satisfactory, but the ee 
and duration of occlusion should be individually 
determined. Reapplication of CLODERM Cream 
should be carried out when the dressing is 
removed, and again prior to the next occlusion 
period. 

How Supplied: CLODERM (clocortolone piva- 
late) Cream 0.1% is supplied in tubes containing 
15 grams and 45 grams. : 
Manufactured for Ortho Pharmaceutical ` 
Corporation 

by Knoll Pharmaceutical Company 

Whippany, New Jersey 07981 


For the DERMATOLOGIST from the 


DERMATOLOGICAL DIVISION ORTHO 
ORTHO PHARMACEUTICAL 
CORPORATION 

Raritan, New Jersey 08869 


a Gohinenafohmen Company 


© orc 1980 


* TRADEMARK 


Moisture Conservation for the Skin 


Cacti make the desert bloom with is lipid free. There are no oils: no moderate to severe h yperkeratosi 
beauty. . . by conserving water. lanolin, no oily film, no oily or on thick, rough locations 

Carmol 10 Urea Lotion feel. And Carmol also contains where the extra penetration of 
and Carmol 20 Urea Cream use none of the common potentially 2095 urea is indicated. 


the same principle to help dry irritating preservatives. s 
skin to bloom again. Help your patients with OL ilə) 
The urea in the Carmol hyperkeratosis /dry skin to 10% Urea Lotion 
formulas mobilizes the body s conserve their natural skin : 
own moisture to foster moist, moisture ; recommend CARMQL 20 
supple skin. İt draws moisture Carmol. Carmol 10 for. 
to the stratum corneum and dry skin anywhere i 20% Urea Cream 
conserves it there. Yet, unlike on the body.* een] 
occlusive moisturizers, Carmol Carmol 20 for gm yee s SYNTEX | 
Tə sx SYNTEX LABORATORIES, INC 


INGRAM DIVISION 
PALO ALTO, CALIFORNIA 94304 


"There have been reports of transient stinging when used on skin that is excoriated or fissured 
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Cheyletiella Infestation 
in Humans 


To the Editor.—We read with interest 
the article in the April ARCHIVES 
(116:435-437, 1980) by Cohen in which 


he described what he believed to be _ 


the first reported instance of human 
Cheyletiella dermatitis in the eastern 
United States. Two similar cases have 
previously been reported.’ 

As veterinary dermatologists, we 
frequently examine animals suffering 
from Cheyletiella infestation, and it is 
not unusual, especially when the ani- 
mals are heavily infested, for the own- 
ers to exhibit a pruritic, papular der- 
matitis on their forearms, chest, and 
waist. 

After the diagnosis of Cheyletiella 
dermatitis is confirmed in their pets, 
the owners are advised that their pre- 
sumptive infestation should be tran- 
sient in nature but that they should 
consult a dermatologist. On one occa- 
sion, a client, who already was under a 
dermatologist’s care, reported our 
findings to her physician only to be 
told that the Cheyletiella mite, a para- 
site unknown to the physician, could 
not possibly play a role in her derma- 
tologie problem. Our client’s pruritic, 
papular rash spontaneously regressed 
after her animal was treated, and she 
suffered a recurrence when her ani- 
mal became reinfested. 

Although the larvae, nymphs, and 
male adults die rapidly when sepa- 
rated from the host, our elinical expe- 
rience suggests that the female 
adults, and possibly the egg, are much 
more hardy and may survive under 
household conditions for at least ten 
days. In light of this, cleaning of the 
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animal’s environment is a necessary 
adjunct to therapy to prevent reinfes- 
tation in man and animals. 
GAIL A. KUNKLE, DVM 
VVILLIAM H. MILLER, JR, VMD 
Philadelphia 


1. Fox JG, Reed C: Cheyletiella infestation of 
cats and their owners. Arch Dermatol 114:1233- 
1234, 1978. 


Treatment of Generalized 
Granuloma Annulare With Dapsone 


To the Editor.—We describe here two 
patients with generalized granuloma 
annulare who responded favorably to 
treatment with dapsone. 


Report of Cases.—CASE 1.—A 16-year-old 
girl came to us in April 1978 with a two- 
month history of a progressive asympto- 
matic papular eruption on her thighs, but- 
tocks, and hips. She was in good health and 
denied recent illnesses or the ingestion of 
medications. The eruption consisted of 
multiple erythematous to slightly yellow, 
dome-shaped papules ranging in size from 
0.5 to 1 em. Initially, no lesions demon- 
strated central clearing. A skin biopsy 
specimen demonstrated histologic changes 
consistent with granuloma annulare. The 
patient returned one month later because 
more lesions had appeared on her arms, 
legs, and in the original areas. Several 
lesions were now 1.5 to 2 em in size and 
demonstrated central clearing. Findings 
from laboratory studies, which included a 
12-factor automated chemical analysis, 
complete blood cell (CBC) count, differen- 
tial cell count, and glucose-6-phosphate 
dehydrogenase screen, were all normal. 

The patient began receiving 100 mg/day 
of dapsone. Two weeks later, only a few of 
the lesions were palpable, and other pre- 
viously involved areas demonstrated slight 
postinflammatory hyperpigmentation. 
Dapsone dosage was then reduced to 100 


mg every other day. Another CBC count 
was normal. Four weeks later, all lesions 
were gone, and only slight traces of hyper- 
pigmentation were present. One month 
later, dapsone therapy was stopped; there 
has been no indication of a relapse. 

CASE 2.—A 50-year-old man was seen by 
us in July 1976 because of a three-year 
history of gradually progressive, recurrent, 
and pruritic hand lesions. 

The patient’s previous medical history 
was unremarkable except for chronic alco- 
holism, bursitis, and intermittent nonspe- 
cific headaches and backaches. He had used 
diazepam, acetaminophen, and aspirin at 
various times for his symptoms. Findings 
from laboratory studies at that time, which 
included 12-factor automated chemical 
analysis, CBC count, differential cell count, 
urinalysis, and glucose-6-phosphate dehy- 
drogenase screen, were all within normal 
limits. 

Bilaterally, the dorsa of the hands 
showed two oval plaques measuring about 
6.25 em in diameter. The borders of both 
lesions showed clear delineation from the 
normal skin and were erythematous and 
raised. The centers of the lesions demon- 
strated clearings consisting of blue-gray 
colorations with fine scales. A skin biopsy 
specimen of one of the lesions at that time 
showed histologic changes consistent with 
granuloma annulare. Responses to various 
topical preparations including 0.1% halei- 
nonide cream, fluocinonide cream, and flu- 
randrenolide tape were unsatisfactory. 
Four months later, the patient was again 
seen because of a new, pruritic, rapidly 
progressive eruption involving the fore- 
arms, arms, neck, face, and thighs. Lesions 
of various sizes measuring about 1.2 to 1.8 
em with clearly elevated erythematous 
borders and central clearing were noted. 

During the next six weeks, the patient’s 
lesions and pruritus progressed unrelent- 
lessly. 

In September 1977, the patient was 
treated with 200 mg/day of oral dapsone. 
Four weeks later, the patient’s face, neck, 
forearms, and thighs were free of dissemi- 
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nated granuloma annulare lesions, and at 
that time his dapsone dosage was reduced 
to 100 mg/day. His continued follow-up 
visits until March 1978 indicated no labora- 
tory abnormalities. In July 1978, when he 
was last examined by one of us, his cuta- 
neous plaques were reduced to postinflam- 
matory, fading, hyperpigmented patches, 
and he was totally free of pruritus. 


Comment.—Disseminated granulo- 
ma annulare is an unusual type of 
granuloma in which multiple lesions 
cover much of the body surface. The 
pathogenesis of granuloma annulare 
is unclear; there has been recent evi- 
dence suggesting a delayed hypersen- 
sitivity reaction to an unknown anti- 
gen,“ although other pathogenetic 
mechanisms have been suggested.‘ 
We report here the apparent efficacy 
of dapsone for this disorder. The phar- 
macology and clinical use of dapsone 
have been recently revievved. To the 
list of clinical uses we add dapsone 
and suggest its value in the treatment 
of generalized granuloma annulare. 

NAGI SArED, MD 

ROBERT ALLEN SCHWARTZ, MD 
STEPHEN A. Estes, MD 
Tucson, Ariz 


Nonproprietary Names and 
Trademarks of Drugs 


Dapsone—A vlosulfon. 
Fluocinonide—Lidex, Lidex-E, Topsyn. 
Haleinonide—Halog. 


1. Umbert P, Winkelmann RK: Histologic, 
ultrastructural, and histochemical studies of 
granuloma annulare. Arch Dermatol 113:1681- 
1686, 1977. 

2. Umbert P, Belcher RW, Winkelmann RK: 
Lymphokines (MIF) in the serum of patients 
with sarcoidosis and cutaneous granuloma annu- 
lare. Br J Dermatol 95:481-485, 1976. 

3. Rudolph RI: Disseminated granuloma annu- 
lare treated with low-dose chlorambucil. Arch 
Dermatol 115:1212-1213, 1979. 

4. Dahl MV, Ullman S, Glotz RW: Vasculitis in 
granuloma annulare: Histopathology and direct 
immunofluorescence. Arch Dermatol 113:463-467, 
1977. 

5. Lange PG Jr: Sulfones and sulfonamides in 
dermatology therapy. J Am Acad Dermatol 
1:479-492, 1979. 


Congenital Malalignment 
of the Big Toenail 


To the Editor.—The reports of dystro- 
phy of the great toenail by Vasily' and 
Samman”“ show exactly what we have 
termed “congenital malalignment of 
the big toe nail’* because the longitu- 
dinal axis of the nail is laterally 
deviated. This condition quickly re- 
sults in onychodystrophy after minor 
trauma to the free nail edge against 
either the shoe or against a small 
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Congenital malalignment of big toenail 
vvith transverse ridging. 


margin of heaped-up tissue in front of 
the nail. Transverse ridging develops 
over the entire surface of the nail 
plate and seems to follow the recur- 
rent episodes of damage to the matrix 
so that even shedding of the nail may 
occur (Figure). This deformity can 
easily be repaired by a surgical proce- 
dure to the matrix, in which the nail 
plate and associated tissue are re- 
aligned. This treatment prevents later 
problems such as hemionychogrypo- 
sis. 

ROBERT BARAN, MD 

Cannes, France 


1. Vasily DB: Dystrophy of the great toenail. 
Arch Dermatol 116:19-20, 1980. 

2. Samman PD: Great toe nail dystrophy. Clin 
Exp Dermatol 3:81-82, 1978. 

3. Samman PD: The Nails in Disease, ed 3. 
London, Heinemann, 1978, p 184. 

4. Baran R, Bureau H, Sayag J: Congenital 
malalignment of the big toe nail. Clin Exp Der- 
matol 4:359-360, 1979. 


A Cream Cleanser for Anal Hygiene 
in the Treatment of Pruritus Ani 


To the Editor.—In the treatment pro- 
gram of the “discomforting nuisance 
of pruritus ani,” Parrish et al' and 
Hyman and Wallace? emphasize the 
importance of thorough anal cleans- 
ing, especially after defecation. For 
more than 20 years, we have used a 
special cream cleanser, rather than 
bar soaps or special wipes, in both the 
treatment and prevention programs 
of pruritus ani. This cream cleanser 
was originally used for many years in 
the cleansing routine for occupational 
dermatitis of the hands.’ The cleanser 
contains PEG-8 disteareate, sodium 
N-lauroyl sarcosinate, oleoyl sarco- 
sine, cupric sulfate, sodium borate, 
tetrasodium dicarboxyethyl stearyl 
sulfosuccinamate, triethanolamine, 
and propyl and methyl parasept. It is 
called “Frederick Harper Special For- 
mula Cleanser.” 

After defecation and after wiping 
with moistened toilet paper, a small 
amount of the cleanser is applied to 
the anal region and into the crypts. 
Fecal contamination is often found in 


these crypts. If no bidet is available 
(as Parrish et al' and Hyman and 
Wallace? suggest), moistened toilet 
paper removes the cleanser. The anal 
region is then patted dry, and a bland 
powder may be used. The cleanser is 
not irritating. In the prevention rou- 
tine, this cream is applied gently with 
moistened toilet paper, it continues to 
be used to cleanse the anal area during 
bathing, and the anal area is still 
rinsed well.‘ In this manner, persis- 
tent fecal soiling is prevented at all 
times. 

LEON GOLDMAN, MD 

Cincinnati 


1. Parrish JA, Gilchrest BA, Fitzpatrick TB: 
The discomforting nuisance of pruritus ani: A 
new idea of the pathogenesis and therapy. Der- 
matol Capsule Comment 2:3-4, 1980. 

2. Hyman AB, Wallace HJ: Disorders of exter- 
nal genitalia, in Fitzpatrick TB, Eisen AZ, Wolff 
K, et al (eds): Dermatology in General Medicine, 
ed 2. New York, McGraw-Hill Book Co, 1979, pp 
909-910. 

3. Goldman L, Preston RH, Scheen SR Jr: 
Waterless skin cleansers in clinical dermatologic 
practice. Arch Dermatol 76:208-212, 1957. 

4. Goldman L: The prevention of pruritus ani. 
Ohio State Med J 70:425-426, 1974. 


Diagnosis of Secondary Syphilis 


To the Editor.—In a letter to the editor 
in the March ARCHIVES (116:272, 1980), 
Dr Jonelis wrote that he had devel- 
oped a technique for diagnosing sec- 
ondary syphilis quickly and accurate- 
ly. He had not seen this method 
reported in the literature. 

Shortly after the discovery of Tre- 
ponema pallidum as the causative 
agent of syphilis, Erich Hoffmann 
described directions for finding this 
organism by rubbing, scraping, or 
squeezing the syphilitic lesion with a 
forceps or loop and thus obtaining the 
tissue serum in which T pallidum 
could be found in more or less ample 
quantity. The only difference between 
the well-known examination methods 
of Hoffmann and those of Jonelis is 
that Hoffmann did not recommend 
anesthetizing the skin site. 

I would like to emphasize that in 
examining a dry or scaly syphilitic 
lesion for T pallidum, it is necessary 
to first scrape the lesion with a loop. 
The subsequent use of a hemostat or 
forceps will then facilitate transuda- 
tion of serous or serosanguineous 
fluid. Pinching with a hemostat 
before scraping the surface of the 
lesion will not always result in obtain- 
ing a sufficient amount of serum. 

In my doctor’s dissertation entitled 
“The Significance of the Finding of 
the Spirochete in Secondary Syphilis,” 
I used Hoffmann’s methods on 50 
patients with secondary syphilis and 
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found T pallidum in 98% of those 
examined. These results emphasized 
the importance of the immediate find- 
ing of the T pallidum organism in 
comparison with the delayed or uncer- 
tain Wassermann test reaction and 
coincide with Dr Jonelis’ opinion. 
ALFRED HOLLANDER, MD 
San Diego 


Old and New Barbarisms 


To the Editor.—Dr Joseph Walter’s 
“Pathologic Quiz” in the March Ar- 
CHIVES (116:332-334, 1980) unhappily 
repeats that old barbarism, “lichen 
amyloidosis,” not once but four times, 
and even goes so far as to impose the 
same misspelling on a reference! in 
which it was actually spelled correctly 
when it was published. 

“Lichen amyloidosis” is just as 
wrong as “lichen planis” or “lupus 
erythematosis” would be; the word 
“amyloidosus” is an adjective modify- 
ing lichen—not the noun “amyloido- 
sis,” which is properly spelled with an 
i. The late J. Walter Wilson was the 
only scholar I ever knew who insisted 
that “lichen amyloidosis” was just as 
good as “lichenoid amyloidosis” 
(which would be correct too). His posi- 
tion, whether defensible or not, was 
certainly a very lonely one. See Leider 
and Rosenblum’s dermatological dic- 
tionary or Dorland’s Illustrated Medi- 
cal Dictionary. 

Harry L. ARNOLD, JR, MD 
Honolulu 


1. Hashimoto K, Onn LLY: Lichen amyloido- 
sus: Electron microscopic study of a typical case 
and a review. Arch Dermatol 104:648-667, 1971. 


In Reply.—Just to show that Dr 
Arnold’s perfection is as marred as Dr 
Walter’s and my own, it should be 
pointed out that he has repeated that 
new barbarism “Pathologic Quiz” 
without critical objection. While some 
educators might well argue that all 
quizzes are just that, please note that 
the appropriate, and correct, heading 
“Pathology Quiz” has subsequently 
been installed for that department of 
the ARCHIVES. 

FREDERICK D. MALKINSON, MD 

Chicago 


Dermatofibromas and Systemic 
Lupus Erythematosus 


To the Editor._Recently, I had the 
opportunity to examine a patient with 
systemic lupus erythematosus (SLE). 
After receiving two years of predni- 
sone therapy (75 mg/day to 120 mg/ 
day) for multisystem disease, the 
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patient had the acute onset of six 
dermal nodules. Clinically, these were 
dermatofibromas. A biopsy specimen 
of one lesion confirmed the diagnosis. 
The occurrence of myiltiple eruptive 
dermatofibromas occurri in pa- 
tients with SLE who are bee ar 
immunosuppressive therapy has pre- 
viously been reported.’ These associa- 
tions may not be well known among 
practicing clinicians. 

Report of a Case.—Six dermatofibromas 
had developed on the trunk, flanks, and left 
palm of a 37-year-old woman during a two- 
to four-month period. Two years previous- 
ly, her condition had been diagnosed as 
SLE. Multisystem disease existed with 
hepatitis, proteinuria, polyarthritis, cuta- 
neous vasculitis, and a malar rash. She had 
a circulating anti-factor IX antibody. In 
1978, a regimen of prednisone (75 to 120 
mg/day) was begun. In late 1979, multiple 
dermal nodules developed. Her antinuclear 
antibody value was 1:320 peripheral pat- 
tern, the DNA binding was elevated, and 
her C3 level was depressed. A skin biopsy 
specimen of the lesion on the left palm 
indicated a dermatofibroma. Other similar 
lesions later appeared on her trunk and 
extremities. No therapy was given for 
these lesions. 


Comment.—In previously described 
patients with SLE who received 
immunosuppressive drugs and in 
whom eruptive fibromas developed, 
prednisone alone or prednisone with 
azathioprine (Imuran) had been giv- 
en." A dermatofibroma developed on 
the patient’s palm, an atypical loca- 
tion for these lesions. Whether histio- 
cyte proliferation in these lesions is 
virus induced or results from inhibi- 
tion of a cell suppressor or from some 
other cause is purely a matter for 
speculation. At any rate, I present this 
case so that others may recognize the 
association of eruptive dermatofibro- 
mas in patients with SLE who are 
receiving immunosuppressive thera- 
py. 

PAUL KRAVITZ, MD 
Burke, Va 


1. Nevman D: Multiple dermatofibromas in 
patients with systemic lupus on immunosuppres- 
sive therapy. N Engl J Med 289:842-843, 1973. 


Scleredema Adultorum 


To the Editor.—We had an opportuni- 
ty to see an adult diabetic patient who 
had scleredema adultorum with nota- 
ble erythema in the sites of skin 
change. 


Report of a Case.—The patient was a 
48-year-old man who had had diabetes mel- 
litus for 20 years. For the past seven years; 
he had required 54 units of isophane insulin 
suspension every morning and /26~units 





every evening. Treatment with 250 mg of 
methyldopa three times a day, one postas- 
sium chloride tablet daily, 100 mg/day of 
thiamine hydrochloride, 2.5 mg of diaze- 
pam twice a day, 10% phenylephrine 
hydrochloride nasal drops, 10 mg of eyclo- 
pentolate hydrochloride twice a day, 0.5% 
chloramphenicol ophthalmic solution twice 
a day, and 100 mg of dioctyl sodium sulfo- 
succinate twice a day had been given for 
some time. History indicated that he also 
had redness and thickening of the skin on 
his back for at least five years. The eondi- 
tion had not changed grossly for the past 
two to three years, and he remembered no 
illness preceding the onset of his skin 
changes. There was no history of Ray- 
naud’s disease or other cutaneous vascular 
phenomena. He was hospitalized on April 
10, 1978, for reevaluation and further 
treatment of bilateral proliferative reti- 
nopathy and for arterial hypertension. 

Examination of his skin showed blanch- 
ing, nontender erythema, and notable sub- 
cutaneous firmness limited to the skin on 
the posterior part of the neck, upper part of 
the back, and the shoulders, extending 
down to his waist (Figure). A definite 
indurated edge could be palpated at the 
lateral margins of the involved skin sites. 
The skin on the upper part of the arms, the 
anterior part of the chest, and the abdomen 
was normal. Except for the bilateral prolif- 
erative retinopathy, the remainder of the 
results of the patient’s physical examina- 
tion were unremarkable. 

Normal laboratory results during hospi- 
talization included a complete blood cell 
count and differential cell count, urine 
17-OH-corticosteroid and 17-ketosteroid 
values, a chest roentgenogram, and an 
KCG. The patient had glucosuria, a fasting 
two-hour postprandial blood glucose level 
of 225 mg/dL (normal, 65 to 110 mg/dL), 
an overnight fasting triglyceride level of 
225 mg/dL (normal, 50 to 150 mg/dL), and 
a cholesterol level of 218 mg/dL (normal, 
190 to 295 mg/dL). The skin biopsy speci- 
men taken from an indurated skin site 
showed homogeneous thickening of the 
dermal collagen interspersed with large 
clear spaces. The colloidal iron stain was _ 
negative. No obvious vascular changes 
were noted. A microscopic diagnosis of 
scleredema adultorum was made. 


Comment.—Scleredema adultorum 
is an uncommon condition exhibiting 





Changes of scleredema adultorum with 
striking erythema over neck, shoulders, 
and back. 


/ 
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the face, neck, back, shoulders, and 
arms. It frequently follows a strepto- 
coceal or viral infection and usually 
improves with time. Many cases oecur 
in children. 

Graff et al proposed the label 
"seleredema diutinum” for extensive 
scleredema that occurs in diabetics. 
Such patients may have some degree 
of insulin resistance, do not usually 
have an infection before onset, and 
have a chronic course with some per- 
sistent skin changes. Although a tran- 
sient erythema has been described 
previously during the initial presenta- 
tion of scleredema,’ a persistent vivid 

erythema that blanches on pressure 
has not been reported, to our knovvl- 
edge. Such persistent redness has not 
been mentioned in standard textbooks 
of dermatology.’ 
DANIEL E. BeFaFF, MD 
Tueson, Ariz 
PAUL Lazar, MD 
Chicago 


Nonproprietary Name and 
Trademark of Drug 


Methyldopa—Aldomet. 


1. Graff R, in discussion, Kierland RR, Perry 
HO, Winkelmann RK, et al: Scleredema adulto- 
rum. Arch Dermatol 98:319-320, 1968. 

2. Curtis AC, Shulak BM: Scleredema adulto- 
rum: Not always a benign self-limited disease. 
Arch Dermatol 92:526-541, 1965. 

3. Weary PE: Scleredema (Buschke’s), in Dem- 

“is DJ, Dobson RL, MeGuire J (eds): Clinical 
Dermatology. Hagerstown, Md, Harper & Row 
Publishers Ine, 1978, vol 2, pp 1-3. 

4. Fleischmajer R: Scleredema, in Fitzpatrick 
TB, Eisen AZ, Wolff K, et al (eds): Dermatology 
in General Medicine, ed 2. New York, McGraw- 
Hill Book Co, 1979, pp 1313-1315. 

5. Rowell NR: Seleredema, in Rook A, Wilkin- 
son DS, Ebling FJG (eds): Textbook of Dermatolo- 
gy. ed 3. Philadelphia, JB Lippincott Co, 1979, vol 
2, pp 1235-1236. 


Elastosis Perforans Serpiginosa 
and Other Complications 


To the Editor.—This is a follow-up and 
comment about a patient with elasto- 
sis perforans serpiginosa (EPS) who 
was previously described in the AR- 
CHIVES.’ The patient is now 41 years 
old, has Down’s syndrome, and has 
been confined to the Richmond State 
School, Tex. She was first seen in our 
clinic in 1946, when she was 8 years 
old. However, the EPS was first 
described. in 1959.2 We have been 
Seeing her regularly once or twice a 
year since that time. So far, all the 
treatments we have prescribed, in- 
cluding topical agents, ie, iodine, ethyl 
chioride, liquid nitrogen, tretinoin, 
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(with and without occlusion), tar, 
methotrexate, salicylic acid, and sul- 
fur, have not helped. Agents given for 
systemic effect were used at different 
times, in different doses and combina- 
tions, ie, fhe administration of vita- 
mins A and E, griseofulvin, zine sul- 
fate, and steroids, resulted in no 
changes in the lesions. New lesions are 
still developing, but some of the old 
ones have healed, leaving hyperpig- 
mented scars. She has had two other 
disorders complicating her EPS that 
we have not found described in major 
textbooks.”” The first is Kaposi’s vari- 
celliform eruption, four years ago, 
from which herpes simplex virus was 
recovered. The patient’s condition 
cleared with local care and erythromy- 
cin given for systemic effect, which 
was given for secondary bacterial 
infection. The other complication, for 
which we saw her recently, was sca- 
bies. This was easily diagnosed by the 
demonstration of the mite on serap- 
ings. Interestingly, all the mites 
recovered were in the lesions of EPS. 
These findings emphasize that other 
skin disorders may be superimposed 
on the chronic skin lesions of EPS. 
EDUARDO TSCHEN, MD 
ELIZABETH HEAD 
Galveston, Tex 
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tol 82:976-979, 1960. 
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verruciforme or keratosis follicularis serpiginosa 
(clinical and histological study of first cases in 
the United States). Arch Dermatol 79:407-421, 
1959. 

3. Demis DJ, Dobson RL, McGuire J (eds): 
Clinical Dermatology. Hagerstown, Md, Harper 
& Row Publishers Inc, 1974, p 40. 

4. Fitzpatrick TB, Elzen AZ, Wolff K, et al 
(eds): Dermatology in General Medicine, ed 2. 
New York, McGraw-Hill Book Co, 1979, pp 690- 
691. 

5. Rook A, Wilkinson DS, Ebling FJG (eds): 
Texthook of Dermatology, ed 3. Oxford, England, 
Blackwell Scientific Publications, 1979, vol 2, 
p 1699. 


Poliomyelitis Vaccine in the 
Treatment of Behcet’s Syndrome 


To the Editor.—The cause of Behcet’s 
syndrome is unknown, and its therapy 
is unsatisfactory. One of the causative 
possibilities that has been entertained 
is a virus infection.'? Antipolio Sabin 
vaceine by oral administration has 
recently been reported by one of us 
(A.T.) to be of benefit in herpes sim- 
plex lesions of the skin? and in a case 
of Behcet’s syndrome.‘ These observa- 
tions prompted us to try the folloving 
therapy in a patient with active and 
severe Behcet’s syndrome. 








Report of a Case.— A 22-year-old man was 
first seen in our clinic in 1976 because of 
arthritis in a knee, ankle, wrist, and elbow. 
He gave a five-year history of repeated 
oral mucosal ulcerations, pyoderma, scrotal 
ulcerations, recurrent thrombophlebitis, 
and bilateral uveitis. A saline skin test 
result was positive, and the diagnosis of 
Behcet’s syndrome was made. Despite the 
administration of nonsteroidal and steroi- 
dal anti-inflammatory drugs, he had recur- 
rences of the arthritis, oral and scrotal 
ulcerations, and pyoderma. Shortly after 
we first saw him, neurological signs devel- 
oped, consisting mainly of severe head- 
aches and cerebellar symptoms. Predni- 
sone therapy (60 mg/day) was started and 
was gradually tapered when neurological 
signs regressed, during a period of three 
months. In 1977, Sabin vaccine was given 
in the form of 5 drops every month for five 
months. Antibodies to polio virus types 1, 2, 
and 3 were present in the patient’s serum 
and showed no substantial titer changes 
after the administration of Sabin oral vac- 
cine. Two and a half years after receiving 
the vaccine, the patient has had no recur- 
rence of pyoderma, oral or scrotal ulcera- 
tions, or thrombophlebitis. The neurologi- 
cal signs did not recur, and his arthritis has 
diminished in activity, remaining limited 
to occasional pain and swelling in two 
joints only. Uveitis remained unchanged, 
however, and required dexamethazone eye 
drops (1 drop four times a day in each eye). 
The patient states that, since his disease 
began, he has never felt so well for such a 
long time. 


Comment.—We do not know how the 
Sabin vaccine would affect Behcet's 
syndrome. Nevertheless, we are im- 
pressed by the complete disappear- 
ance of skin and mucosal lesions and 
thrombophlebitis, by the decrease in 
joint inflammatory activity, and by 
the regression of neurological symp- 
toms for the 24 years after the vac- 
cine was given. This observation, like 
the previous one,’ is not enough to 
draw definite conclusions on the value 
of Sabin vaccine in Behcet’s syndrome 
nor can spontaneous recovery be ruled 
out. However, we believe the observa- 
tion is worth pursuing with further 
studies to establish its importance. 

BENO FisHEL, MD 
ADOLF TAGER, MD 
Rrra FISHEL, MD 
MICHAEL YARON, MD 
Tel-Aviv, Israel 
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36:301-315, 1953. 

2. Sezer FN: Further investigations on. the 
virus of Behget’s disease. Am J Ophthalmol 
41:41-55, 1956. 

3. Tager A: Preliminary report on the treat- 
ment of recurrent herpes simplex with poliomye- 
litis vaccine (Sabin's). Dermatologica 149:253-255, 
1974. 

4. Tager A: Preliminary report ot the treat- 
ment of Behçet syndrome with oral poliomyelitis 
vaccine (Sabin). Dermatologica “152:372-373, 
1976. 
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dechai Dressing Technique: Use of occlu- 
sive dressing increases percutaneous absorption of 
irticosteroids, For patients with extensive lesions 
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Open New Doors 
for your 
Alcoholic 
Patients 


How can you enhance your effective- 
ness in the treatment of alcoholism? 
By acquiring the maximum amount of 
useful information on this complex Ill- 
ness. The Manual on Alcoholism, from 
the American Medical Association, 
offers you current authoritative infor- 
mation on diagnosing and: treating 
alcoholics. 


A glance at the contents reveals 


these sections: 


e The Problem 
ə The Causes 


e Alcohol: Its Metabolism 
and Pharmacology 

e Diagnosis and Treatment 

ə Appendix 





Manual on Alcoholism provides you 
with a highly beneficial overview of 
the primary considerations involved in 
alcoholism-from the physician's point 
of view. The principal difference be- 
tween this newly revised. edition and 
the previous edition is the incorpora- 
tion of major portions of Medical Com- 
plications of Alcohol Abuse, which is 
out of print. $2.50 
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the AMA. Allow 4-5 weeks for delivery. 





Name _ 
Address 
City/State/Zip 
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can be a 
of your patient’s day. 


Simply bathe 
dry skin away- 


Moisturizes with the first bath 


Helps relieve itchy, dry skin 
Cleanses gently without soap 


Daily use helps keep skin soft, 
moisturized, and healthy-looking 


WESTWOOD: 


WESTWOOD 


PHARMACEUTICALS INC 
Buffalo. New York 14213 


1979 W P. Inc 
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Introducing 


New Head & Shoulders 


Conditioning Shampoo 








Orentreich, N., et al. : Comparative study of two antidandruff 
preparations, J. Pharm. Sci. 58:1279 (Oct.) 1969. 
“Head & Shoulders without active ingredient. 





therapeutic 
effectiveness... 
now available 
in two formulas 






Shite 


Regular 
Formula 






Conditioning Formula 
for Extra Manageability 


For the extra 
manageability 
some patients want 


New Head & Shoulders conditioning 
formula leaves hair even more manageable 
than regular Head & Shoulders. 

So hair is easier to comb when it’s wet, 
easier to style when it's dry. Static flyaway is 
controlled and hair is left generally healthy 
looking —all without sacrificing therapeutic 
effectiveness. 


For unbeatable 
dandruff control 


New Head & Shoulders conditioning 
formula is every bit as effective as regular 
Head & Shoulders. Together, they share an 
unsurpassed record of clinical effectiveness 
equal to that of the leading Rx shampoo. 

In atrial of Head & Shoulders, a 2.5% 
selenium sulfide suspension and a placebo 
(Head & Shoulders without its active 
ingredient), Head & Shoulders proved to be as 
effective as the leading Rx shampoo in the 
treatment of seborrheic dermatitis. 


Priced for compliance 


Head & Shoulders conditioning formula is 

just as low priced as Head & Shoulders regular 
formula. And that could mean a substantial 
savings over other dandruff treatment 
shampoos. 


Encourages regular use for 
sustained control of dandruff 
and seborrheic dermatitis 


© 1980 BY PROCTER & GAMBLE HSQ-300 





THE ONLY WAY TO 
END THE EPIDEMIC 
IS OVER HER DEAD 


Kill the female itch mite (sarcoptes 
scabiei) and you've stopped the current 
scabies epidemic. Because when she 
burrows deep into the stratum corneum, 
she defies diagnosis and resists removal 
by surface-acting medications and 
cleansers. Her success has been making 
headlines around the country—with re- 
ports of scabies outbreaks in rural and 
suburban areas as well as in the cities. 

A quick and simple diagnosis. 
Scabies can mimic a number of der- 
matological conditions,’ such as urticaria, furunculosis 
and dermatitis—as well as syphilis, with which it may 
coexist. But there’s an almost foolproof way to recognize 
it. Even in the absence of the fierce nocturnal itching’ and 
the lesion distribution characteristic of the disease 
(hands, wrists and elbows in 9 out of 10 cases),' a quick 
microscopic look can confirm your scabies diagnosis. 

To demonstrate the itch mite, look for an unscratched, 
inhabited burrow (wherever the patient says he itches at 
that very moment is a likely spot). Use a strong light, a 
magnifying glass and a surgical blade to which a drop of 
mineral oil is added. Scrape several sites. Transfer the 
material to a slide, cover and examine under low power 
magnification.» (If you don’t spot any parasites in egg, 
larvae or adult stages, look for their red fecal compac- 
tions. They can be just as diagnostic.) 

Kwell: penetrating action to kill mites, their eggs and 
larvae. Once you've found scabies, there’s a positive way 
to eradicate it. Kwell (1% gamma benzene hexachloride) 
Lotion or Cream. It penetrates to reach the scabietic bur- 
rows, kill the female mites and, of course, the less tena- 
cious males, as well as their eggs and any larvae that may 
have hatched. In fact, Kwell works so consistently and 
well against scabies that it has been the most widely 
prescribed scabicide for three decades. 


Cream/Lotion 


KWE 









Nearly 100% effective. The clinical 
record of Kwell has never been sur- 
passed by any other pediculicide. It is 
“nearly 100% effective,” and often 
works with a single application 
(a second or third application may be 
made at weekly intervals, if needed). 
Your patients will appreciate the low 
risk of sensitization and irritation.> ° 
And you will appreciate that Kwell 
works so predictably that it serves to 
confirm your diagnosis of scabies. 
Not many pharmaceutical preparations can match that 
record of dependability. 

CONTRAINDICATIONS: Kwell Cream and Lotion is contraindicated for 


individuals with known sensitivity to the product or any of its Components 


WARNING: KWELL CREAM AND LOTION SHOULD BE USED WITH € AUTION 
ESPECIALLY ON INFANTS, CHILDREN, AND ON PREGNANT WC JMEN 
LINDANE PENETRATES HUMAN SKIN AND HAS THE POTENTIAL FOR CNS 
TOXICITY. STUDIES INDICATE THAT POTENTIAL TOXIC EFFECTS OF 
TOPICALLY APPLIED LINDANE ARE GREATER IN THE YOUNG. Seizures have 
been reported after the use of lindane but a cause and effect relationship has not 
been established 

Simultaneous applic ation of creams, ointments, or oils may enhance the 
percutaneous absorption of lindane. 

PRECAUTIONS: If accidental ingestion occurs, prompt gastric lavage will rid the 
body of large amounts of the toxicant. However, since oils favor absorption, 
saline cathartics for intestinal evacuation should be given rather than oil laxatives 
If central nervous system manifestations occur, they can be antagonized by the 
administration of pentobarbital or phenobarbital 

If accidental contact with eves occurs, flush with water. If irritation or 
sensitization occurs, discontinue use and contact a physician 

ADVERSE REACTIONS: Eczematous eruptions due to irritation from this product 
have been reported. 

REFERENCES: 1. Patient Care 7:94, Nov. 1, 1973. 2. Stankler, L.: Practitioner 
210-803, June 1973. 3. Domonkos, A.N. (ed.): Andrews’ Diseases of the Skin: 
Clinical Dermatology, ed. 6, Philadelphia, W.B. Saunders Company, 1971, 

pp. 511-513. 4. Muller, G., et al: Arch. Dermatol. 107:70, lan. 1973. 5. James, 
B.H.E.: Br. Med. J. 1:178, Jan. 15, 1972. 6. Sollman, T.: A Manual of Pharma- 
cology, ed. 8, Philadelphia, W.B. Saunders Company, 1957, p. 178 

SEM courtesy of 1.M. Rower, M.D., Columbus, Ohio 


[ CREED & CARNRICK 


Kenilworth, New Jersey 07033 


"gamma benzene 
hexachloride 


THE SCABICIDE OF CHOICE. 


An unsurpassed standard of therapy 
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The 
HO-B-Lite record: 
90% remission 

of psoriasis 


through outpa 


tient 


treatment without 


systemic 


drugs: 


The Harvard Medical School Depart- 
ment of Dermatology reports that, accord- 
ing to tests it is currently conducting, 
remission of psoriasis through outpatient 
treatment has been achieved in 90% of 
patients using three treatments per week 
with the HO-B-Lite VI phototherapy booth 


and no systemic drugs. 


HO-B-Lite VI, the first UVB 
booth with six-foot “High Out- 
put” lamps, was developed by the 
National Biological Corporation. 
It is a reliable unit for dermatolo- 
gists’ use in treating patients 
suffering from psoriasis and a 
variety of other skin diseases. 

NBC is also the source for high 
quality compatible FS20 and 


FS40 sunlamps exclusively for 
medical use. These sunlamps 
have spectral characteristics 
similar to Westinghouse sun- 
lamps and may be purchased by 
you or by your patients directly, 
if prescribed by you. 

For detailed information about 
NBC’s Houva-Lite UVA photo- 
therapy systems, HO-B-Lite VI 


* “Using a new protocol with varied exposure increments, UVB therapy 
güven 3 times a week completely cleared 90% of the patients with psoriasis 
vulgaris. Ten to 38 treatments were required. The only topical treatment 
required was white petrolatum. Results are compared to a schedule using 5 
treatments per week and fixed UVB exposure increments. Infrequent treat- 
ments, avoidance of hospitalization and crude coal tar, and fewer episodes 
of UV burn may offer advantages for selected patients.” 


Abstract of a 1980 report entitled Outpatient Phototherapy of Psoriasis by Robert M. Adrian, M.D., 
John A. Parrish, M.D., K 


hosrow 


Momtaz-T. 


.„ M.D. and Michael J. Karlin, Department of Derma- 


tology, Harvard Medical School, Massachusetts General Hospital, and Department of Dermatology, 
University of Maryland Hospital. Please make reprint requests to John A. Parrish, M.D., Depart- 


ment of Dermatology, 


, Massachusetts General Hospital, Boston, Massachusetts 02114. 


UVB booth, UVB lamps, measur- 
ing devices, sunlamps and gog- 
gles, contact the phototherapy 
systems specialists. NBC, the 
source for invisible light. 

Phone NBC at (216) 831-6760 
or write to National Biological 
Corporation, 26309 Miles Road, 
Cleveland, OH 44128. 


the light source 9 


NATIONAL 
BIOLOGICAL 
CORPORATION 
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With acne, the wish to be invisible 
1s not just an adolescent fantasy. 








MINOCIN 


MINOCYCLINE HCI 


In severe acne, the tetracyclines 
may be useful adjunctive therapy. 


MINOCIN® MINOCYCLINE Hci 


Oral and Intravenous Brief Summary 


Indications: For the treatment of susceptible gram-positive and 
gram-negative organisms. In severe acne, the tetracyclines may be 
useful adjunctive therapy. For full list of approved indications 

consult labeling. 

Contraindications: Hypersensitivity to any tetracycline. 

Warnings: In the presence of renal dysfunction, intravenous use, 
particularly in pregnancy, in daily doses exceeding 2 grams has been 
associated with deaths through liver failure. When need for intensive 
treatment outweighs potential dangers, perform renal and liver function 
tests before and during therapy; also follow serum concentrations. In 
renal impairment, usual doses may lead to excessive accumulation and 
liver toxicity. Under such conditions, use lower total doses, and, in 
prolonged therapy, determine serum levels. This hazard is of particular 
importance in parenteral use in pregnant or postpartum patients with 
pyelonephritis. In such cases, the blood level should not exceed 15 


megm/ml and liver function tests should be made at frequent intervals. 


Do not prescribe other potentially hepatotoxic drugs concomitantly. 

THE USE OF TETRACYCLINES DURING TOOTH DEVELOPMENT (LAST HALF 
OF PREGNANCY, INFANCY AND CHILDHOOD TO THE AGE OF 8 YEARS) MAY 
CAUSE PERMANENT DISCOLORATION OF THE TEETH (YELLOW-GRAY- 
BROWN). This is more common during long-term use but has been 
observed fallowing repeated short-term courses. Enamel hypoplasia has 
also been reported. TETRACYCLINES, THEREFORE, SHOULD NOT BE 

USED IN THIS AGE GROUP UNLESS OTHER DRUGS ARE NOT LIKELY TO BE 
EFFECTIVE OR ARE CONTRAINDICATED. Photosensitivity, manifested by 
an exaggerated sunburn reaction, has been observed in some individ- 
uals taking tetracyclines. Advise patients apt to be exposed to direct 
sunlight or ultraviolet light that such reaction can occur, and discon- 
tinue treatment at first evidence of skin erythema. Studies to date 
indicate that photosensitivity is rarely reported with MINOCIN 
Minocycline HCl. The antianabolic action of tetracycline may cause an 
increase in BUN. In patients with significantly impaired renal function, 


100 mg bid. or 50mg qiid. 


higher serum levels of tetracycline may lead to azotemia, hyperphos- 
phatemia and acidosis. CNS side effects (lightheadedness, dizziness, 
vertigo) have been reported, may disappear during therapy, and always 
disappear rapidly when drug is discontinued. Caution patients who 
experience these symptoms about driving vehicles or using hazardous 
machinery while taking this drug. 

Pregnancy: İn animal studies, tetracyclines cross the placenta, are 
found in fetal tissues, and can have toxic effects on the developing 
fetus (often related to retardation of skeletal development). Embryo- 
toxicity has been noted in animals treated early in pregnancy. 
Newborns, infants and children: All tetracyclines form a stable 
calcium complex in any bone-forming tissue. Prematures, given oral 
doses of 25 mg/kg every 6 hours, demonstrated a decrease in fibula 
growth rate, reversible when drug was discontinued. Tetracyclines are 
present in the milk of lactating women who are taking a drug of 

this class. 

Precautions: Use may result in overgrowth of nonsusceptible 
organisms, including fungi. If superinfection occurs, discontinue and 
institute appropriate therapy. In venereal diseases, when coexistent 
syphilis is suspected, darkfield examination should be done before 
treatment is started and blood serology repeated monthly for at least 
four months. Patients on anticoagulant therapy may require downward 
adjustment of such dosage. Test for organ system dysfunction (e.g., 
renal, hepatic and hemopoietic) in long-term use. Treat all Group A 
beta-hemolytic streptococcal infections for at least 10 days. Avoid giving 
tetracycline in conjunction with penicillin. 

Adverse Reactions: 61: (with both oral and parenteral use): anorexia, 
Nausea, vomiting, diarrhea, glossitis, dysphagia, enterocolitis, inflam- 
matory lesions (with monilial overgrowth) in anogenital region. Skin: 
maculopapular and erythematous rashes. Exfoliative dermatitis (uncom- 
non). Photosensitivity is discussed above (“Warnings”). Pigmentation of 
the skin and mucous membranes has been reported. Renal toxicity: 
rise in BUN, dose-related (see “Warnings”). Hypersensitivity reactions: 
urticaria, angioneurotic edema, anaphylaxis, anaphylactoid purpura, 
pericarditis, exacerbation of systemic lupus erythematosus. In young 
infants, bulging fontanels have been reported following full thera- 
peutic dosage, disappearing rapidly when drug was discontinued. 
Blood: hemolytic anemia, thrombocytopenia, neutropenia, eosinophilia 
ENS: (see “Warnings”). When given in high doses, tetracyclines may 
produce brown-black microscopic discoloration of thyroid glands; no 


abnormalities of thyroid function studies are known to occur. 

NOTE: Rapid administration is to be avoided. Parenteral bry is 
indicated only when oral therapy is not adequate or tolerated. Oral 
therapy should be instituted as soon as possible. If intravenous therapy 
is given over prolonged periods of time, thrombophlebitis may result. 
Concomitant therapy: Antacids containing aluminum, calcium, or 
Magnesium impair absorption; do not give to patients taking oral 
minocycline. Studies to date indicate that absorption of MINOCIN is not 
notably influenced by foods and dairy products. 

CNS side effects including lightheadedness, 
dizziness, or vertigo have been reported with 
MINOCIN Minocycline HCI. Patients who 
experience these symptoms should be 
cautioned about driving vehicles or using 
hazardous machinery while on minocycline 
therapy. If renal impairment exists, lower 
than usual total doses are indicated. (See 
WARNING in Package Insert.) Therapy 
should not be continued unless bacteriologic 
testing indicates appropriate susceptibility of 
causative pathogens to MINOCIN. Enamel 
hypoplasia/tooth staining can occur in 
children under eight years of age. : 
Tissue penetration is regarded as essential to 
therapeutic efficacy but specific penetration 
levels have not been directly correlated with 
specific therapeutic results. 


LEDERLE LABORATORIES 
A Division of American Cyanamid Company 
Wayne, New Jersey 07470 


© 1980 Lederle Laboratories 264-0 
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Expand Your Horizons 
And Those of Your 
Nursing Home Patients, 





This compilation of articles and memoranda is geared to 
further your understanding of your role in regard to: your 
nursing home patients; their families; and the nursing home 
staff. Published by the American Medical Association, The 
Medical Director in the Long-Term Care Facility is the 
only book of its kind. 


The Table of Contents includes: 


e Doctor s Role in the Nursing Home 

e Medical Direction in Long-Term Care Facilities 

© Role Relationships of the Medical Director 

e The Role of the Physician in Long-Term Care 
Facilities—The Administrator s Viewpoint 

è Federal Regulations and Proposed Duties for the 
Medical Director in the Skilled Nursing Facility 

e The Nursing Home s Medical Director— 
A New Breed of Mentor 


The Medical Director in the Long-Term Care Facility 
should help you to meet the nursing home problems which 
you encounter. Use the coupon to order this valuable 
compendium today. 











$3.50 
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Synalar TOPICALS 


(fluocinolone acetonide) 


(fluocinolone acetonide) 


DESCRIPTION SYNALAR" and SYNEMOL* (fluocinolone 
acetonide) have the chemical name óa, Şa-difluoro- 
16a-hydroxyprednisolone-16, 17-acetonide. 

SYNALAR cream0.025% cream 0.01% — The cream con- 
tains fluocinolone acetonide 0.25 mg./g. or 0.1mg./g. in 
a water-washable aqueous base of stearic acid, 
propylene glycol. sorbitan monostearate and monoole- 
ate, polysorbate 60. purified water and citric acid with 
methylparaben and propylporaben as preservatives 
SYNALAR ointment 0.025% — The ointment contains fluo- 
cinolone acetonide 0.25 mg./g. in a white petrolatum 
U.S.P vehicle 

SYNALAR solution contains fluocinolone acetonide 04 
mg./g. in a water-washable base of propylene glycol with 
citric acid 

SYNALAR-HP (fluocinolone acetonide) cream 0.2% — 
The cream contains fluocinolone acetonide 2 mg./g. in 
a water-washable aqueous base of stearyl alcohol, 
cety! alcohol, mineral oil. propylene glycol, sorbitan 
monostearate. polysorbate 60. purified water and cit- 
tic acid with methylparaben and propylparaben as 
preservatives 


SYNEMOL (fluocinolone acetonide) cream 0.025% — The 
cream contains fluocinolone acetonide 0.25 mg./g. in 
a water-washable aqueous emollient base of stearyl 
alcohol, cetyl alcohol. mineral oil. propylene glycol 
sorbitan monostearate, polysorbate 60. purified water 
and citric acid 


ACTIONS Topical steroids are primarily effective be- 


cause of their anti-inflammatory, antipruritic and vaso- 


constrictor action 


INDICATIONS For relief of the inflammatory manifesta- 
tions of corticosteroid-responsive dermatoses. 


CONTRAINDICATIONS Topical steroids are contraindi- 
cated in those patients with a history of hypersensitivity 
to any of the components of the preparation 

SYNALAR-HP" (fluocinolone acetonide) cream 0.2% 
should not be used on ir./anfs up to two years of age. 


PRECAUTIONS If irritation develops, the steroid should 
be discontinued and appropriate therapy instituted. In 
the presence of an infection the use of an appropriate 
antifungal or antibacterial agent should be instituted. if 
a favorable response does not occur promptly, the cor- 
ticosteroid should be discontinued until the infection has 
been adequately controlled. If extensive areas are treated 


or if occlusive technique is used, there will be increased sys- 
temic absorption of the corticosteroid and suitable precau- 
tions should be taken, particularly in children and infants. Al- 


though topical steroids have not been reported to have an 
adverse effect on human pregnancy, the safety of their use 
in pregnant women has not absolutely been established. In 


laboratory animals, increases in incidences of fetal abnor- 


malities have been associated with exposure of gestating 
females to topical corticosteroids, in some cases at rather 
low dosage levels. Therefore, drugs of this class should not 
be used extensively on pregnant patients, in large amounts 
or for prolonged periods of time. 

These products are not for ophthalmic use 

SYNALAR-HP cream should not be used for prolonged 
periods and the quantity per day should not exceed 2g. 
of formulated material 

ADVERSE REACTIONS The following local adverse reac- 
tions have been reported with topical corticosteroids: 
burning. itching, irritation, dryness. folliculitis, hypertri- 
chosis. acneform eruptions. hypopigmentation. perioral 
dermatitis, allergic contact dermatitis. maceration of 
the skin. secondary infection, skin atrophy. striae, 


miliaria 


Syntex Laboratories, Inc. 
Palo Alto, California 94304 
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What you need for where you need if” 
Synalar / Synemol CREAM 00259 


(fluocinolone acetonide) (fluocinolone acetonide) 








20 | 30 | 45 | 60 | 60 1201425 
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Synalar’ Cream 0.01% 
Synalar Cream 0.025% 
Synalar-HP* Cream 0.2% 
Synalar Ointment 002576 














Synalar Solution 0.01% 
Synemol” Cream 0.025% 











Easa 
"For the in flamm ofory manifestations of steroid-responsive re 
dermatoses. Not for ophthalmic use A 
Please see preceding page for brief = 


| Syntex Laboratories, Inc. 
summary of prescribing information 


İSYNTEXİ Palo Alto, California 94304 





Editorial 


The Role of Langerhans” Cells 


T 1868, Paul Langerhans, a medical 

student in Berlin, described a net- 
work of cells in human epidermis in an 
article entitled “On Nerves of the 
Human Skin.” He discovered these 
dendritic cells using a gold chloride 
stain that has a particular affinity for 
nerve tissue, and he concluded that 
they were nerve receptors. Later, oth- 
er investigators also considered these 
cells, which now bear Langerhans’ 
name, to be a component of the 
peripheral nervous system. Through- 
out the 1950s and 1960s, Langerhans’ 
cells were thought to be somehow 
related to melanocytes, representing 
worn-out melanocytes,’ daughter cells 
of dividing melanocytes,’ or melano- 
cytes in an arrested stage of develop- 
ment.“ Considerable evidence had also 
accumulated to suggest that Langer- 
hans’ cells were of mesenchymal ori- 
gin”: however, still other studies sug- 
gested that they vvere of ectodermal 
origin.” 

In the late 1970s, there was a resur- 
gence of interest in Langerhans’ cells 
and, as a result, an expansion in our 
knowledge about them. Indeed, Lan- 
gerhans’ cells have been a major sub- 
ject discussed at two recent meetings, 
the proceedings of which are pub- 
lished in the Journal of Investigative 
Dermatology.”” The purpose of this 
editorial is to revievv briefly some of 
the recent studies that indicate that 
Langerhans’ cells play an integral role 
in the immune response. 

Langerhans’ cells constitute a small 
subpopulation (3% to 8%) of epidermal 
cells, are located above the basal cell 
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layer, and are characterized ultra- 
structurally by lobulated nuclei, den- 
dritic processes, and unique tennis- 
racket-shaped (Birbeck’s or Langer- 
hans’) granules.’ The cells are not 
apparent in routinely fixed and 
stained paraffin-embedded skin sec- 
tions, but can be seen by light micros- 
copy when certain histochemical 
methods are used. 

Some evidence for the importance 
of Langerhans’ cells in immunity was 
provided by Silberberg et al," who 
demonstrated the apposition of Lan- 
gerhans’ cells to mononuclear cells in 
the epidermis and dermis of skin that 
was affected by allergic contact der- 
matitis; by contrast, in skin affected 
by primary or direct irritant dermati- 
tis, no apposition of Langerhans’ cells 
to mononuclear cells was seen. In 
addition, Langerhans’ cells were iden- 
tified in the dermal lymphatics of 
passively sensitized guinea pigs, sug- 
gesting that the cells can travel from 
the skin to lymph nodes." Shelley and 
Juhlin” also demonstrated that poten- 
tially sensitizing substances (alde- 
hydes, metals, and amines) have a 
selective affinity for Langerhans’ 
cells and suggested that Langerhans’ 
cells form a reticuloendothelial trap 
for contact allergens. These studies 
and suggestions were in concert with 
the considerable evidence that Lan- 
gerhans’ cells were of mesenchymal 
origin. 

Conclusive evidence for the analogy 
between Langerhans’ cells and cells 
of the monocyte-macrophage series 
came from studies demonstrating 


that Langerhans’ cells were the only 
epidermal cells that have receptors for 
the Fe portion of IgG and for comple- 
ment,” and that synthesize and 
express immune-response gene-asso- 
ciated (Ia) antigens on their cell mem- 
branes, "77529 receptors and antigens 
that are present on cells of the mono- 
cyte-macrophage series. The Ia anti- 
gens are encoded for by genes of the 
major histocompatibility complex that 
are closely linked to or are identical to 
those genes that control a multitude 
of immunologic reactions. Unlike T 
lymphocytes, Langerhans’ cells do not 
form rosettes with sheep RBCs, and 
unlike B lymphocytes, they do not 
bear surface immunoglobulin." 
Thus, the surface marker characteris- 
tics of Langerhans’ cells are similar, if 
not identical, to those on cells of the 
monocyte-macrophage series. 

This analogy was carried even 
further in studies of the functional 
characteristics of ‘Langerhans’ cells. 
Since macrophages and Ia antigens on 
the surface of macrophages have been 
recognized to play an essential role in 
the initiation of T-cell-dependent im- 
mune reactions, Sting] et al”" investi- 
gated the possibility that Langerhans’ 
cells may also function in such a capac- 
ity. Indeed, in numerous studies it was 
demonstrated that Langerhans’ cells 
play a critical role in presenting dif- 
ferent antigens (purified protein de- 
rivative of tuberculin, egg albumin, 
and trinitrobenzene sulfonate) to sen- 
sitized T cells.” In addition, Langer- 
hans’ cells act as strong stimulating 
cells in the mixed epidermal-lympho- 
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cyte reaction.” These studies thus pro- 
vided solid experimental data for the 
conclusion that Langerhans’ cells play 
a crucial role in antigen presentation 
and in allogeneic T-cell stimulation. 

Langerhans’ cells then probably 
play an essential role in the induction 
and elicitation of allergic contact der- 
matitis. Indeed, if mice are painted 
with a contact allergen on skin that is 
naturally or artificially (by ultraviolet 
light) depleted of Langerhans’ cells, 
specific immunologic tolerance en- 
sues.” In addition to their importance 
in contact allergy, it is very likely that 
Langerhans’ cells are the principal 
sensitizing factor responsible for skin 
graft rejection. In this regard, it has 
been demonstrated that mouse cornea 
is devoid of Langerhans’ cells and is 
unable to induce immunity when 
transplanted onto the skin of unre- 
lated recipients.** 


1. Langerhans P: Uber die Nerven der mensch- 
lichen Haut. Virchows Arch Pathol Anat 44:325- 
337, 1868. 

2. Masson P: My conception of cellular naevi. 
Cancer 4:9-88, 1951. 

3. Zelickson AS: Granule formation in the Lan- 
gerhans cell. J Invest Dermatol 47:498-502, 1966. 

4. Breathnach AS: The cell of Langerhans. Int 
Rev Cytol 18:1-28, 1965. 

5. Wolff K: The Langerhans cell. Curr Probl 
Dermatol 4:79-145, 1972. 

6. Reams WM, Tompkins SP: A developmental 
study of murine epidermal Langerhans cells. Dev 
Biol 31:114-123, 1973. 

7. Second workshop in immune mechanisms 
and cutaneous disorders. J Invest Dermatol 
74:263-378, 1980. 

8. Advances in biology of the skin: Dendritic 
cells of the epidermis. J Invest Dermatol, to be 
published. 

9. Birbeck MS, Breathnach AS, Everall JD: An 
electron microscopic study of basal melanocyte 
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Until recently, there was no direct 
evidence for the origin of Langerhans’ 
cells. However, two recent studies, 
using varied methods, have provided 
definitive , proof that Langerhans’ 
cells are dìrived from and are contin- 
ually repopulated by a mobile pool of 
precursor cells, which, for the most 
part, originate in bone marrovv.”"”” 
Langerhans’ cells are then probably 
related to other tissue macrophages, 
such as Kupffer’s cells in the liver, 
osteoclasts in the bone, dendritic cells 
in the spleen, alveolar macrophages in 
the lung, ete, by having a common 
origin and similar, if not identical, 
surface marker characteristics. They 
should not, however, be viewed as just 
another type of macrophage or mono- 
nuclear phagocyte. Indeed, they are 
set apart from most cells of the mono- 
cyte-macrophage series in at least one 
important function, in that they phag- 
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Localized Lipoatrophy (Atrophic 


Connective Tissue Disease Panniculitis) 


Margot Szasz Peters, MD, R. K. Winkelmann, MD, PhD 


è Four patients with localized lipoatro- 
phy were observed. All were female, and 
three were children. Lymphocytic pannic- 
ulitis was observed in early biopsy speci- 
mens of all four cases, with focal histio- 
cytic granulomas in one case. Later biop- 
sy specimens in three patients showed 
that the inflammation vvas transient. 
These pathologic findings and reports of 
lipodystrophies associated with nephritis, 
hypocomplementemia, and other inflam- 
matory or immunologic disorders offer an 
opportunity for histologic and immuno- 
logic study of such patients. Localized 
lipoatrophy may represent the end stage 
of panniculitis in a localized expression of 
connective tissue disease. 

(Arch Dermatol 116:1363-1368, 1980) 


ocalized loss of adipose tissue 
without antecedent clinical in- 
flammatory or other pathologic 
changes is usually termed “lipoatro- 
phy” or “lipodystrophy.” Studies of 
lupus panniculitis and combined cases 
of morphea’ and lupus erythematosus 
have shown that localized loss of fat 
tissue is a common sequela to such 
connective tissue disease of the skin. 
Most recently, Winkelmann and Pa- 
dilha-Goncalves' described a separate 
connective tissue lobular panniculitis 
without the pathologic appearance of 
lupus erythematosus or scleroderma 
but with the serologic findings of such 
disease, particularly antinuclear anti- 
body (ANA) and antibody to extracta- 
ble nuclear antigen. This connective 
tissue panniculitis evolved into lipo- 
atrophy. 
A review of our cases of localized 
lipoatrophy showed four cases in 


which inflammatory panniculitis was 
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observed early in the course of the 
disease by pathologic examination. 
The pathologic picture was uniformly 
that of lymphocytic panniculitis, and 
our study of these cases indicates to us 
that localized lipoatrophy may repre- 
sent the end stage of panniculitis, in 
some cases equivalent to a localized 
cutaneous connective tissue disease. 


REPORT OF CASES 


Case 1.—An 8-year-old girl was observed 
in 1968 for lipoatrophy. She was healthy 
until 1963, when the mother noted promi- 
nent veins in the lower extremities. Within 
the next year, a depressed, atrophic area 
developed on the medial aspect of the right 
thigh with a ring of induration but without 
pigmentary or inflammatory changes. A 
biopsy specimen of the lesion taken in 1964 
was interpreted as panniculitis of the 
Weber-Christian type. Two months later, a 
similar depressed lesion developed in a 
symmetric location on the left thigh. Both 
lesions expanded peripherally during the 
next year, and the sharp demarcation with 
normal skin diminished. The patient also 
showed atrophic areas of the skin on the 
elbows and abdomen. The ehild”s only other 
complaints were recurrent episodes of 
abdominal pain with nausea and occasional 
diarrhea. These symptoms had subsided 
spontaneously by 1966. Although she had 
had some persistent complaints of pain in 
the right knee and hip, she was an active 
child, and no limitation of motion had been 
noted. She had had a normal birth and 
development. Past illnesses included mea- 
sles and chickenpox. There was no family 
history of lipoatrophy or diabetes. 

Physical examination showed diffuse 
loss of subcutaneous tissue from the lower 
extremities, buttocks, and elbows. A well- 
demarcated region of atrophy, 9 x 6 em 
and approximately 3 em in depth, was 
observed on the right thigh (Fig 1). A 
similar smaller area was noted on the left 
thigh. The axillae showed slight epithelial 
verrucous thickening with light-tan pig- 
mentation (Fig 2). No evidence of acantho- 
sis nigricans was observed elsewhere. 
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Laboratory investigation showed the 
ESR was 17 mm in one hour. The blood 
glucose concentration was 74 mg/dL. The 
hemoglobin concentration, WBC count, uri- 
nalysis result, and chest roentgenogram 
were normal. The blood cholesterol, phos- 
pholipid, lipoprotein, and triglyceride val- 
ues were normal. Review of a biopsy speci- 
men from the right thigh taken in 1964 
showed lymphocytic panniculitis. The pa- 
tient was considered to have lipodystrophy 
and possibly acanthosis nigricans. Exami- 
nation in July 1969 showed additional atro- 
phy of the legs and thighs and further loss 
of subcutaneous tissue from the wrists and 
forearms. 

Case 2.—A 4-year-old girl initially exam- 
ined in 1972 had a history of “indentations” 
of the lower extremities. In 1970, a 
depressed area was noted on the posterola- 
teral aspect of the left thigh just below the 
buttock. Within two months, a similar 
lesion developed on the anterolateral. 
region of the right thigh, and during the 
next year, two smaller lesions appeared on 
the anterior and lateral parts of the right 
leg. There was no history of preceding 
induration or swelling. 

Except for frequent upper respiratory 
tract infections, the child was healthy and 
of normal development. The family history 
was positive for diabetes and negative for 
lipodystrophy. 

Physical examination showed irregularly 
shaped, moderately demarcated atrophic 
lesions on the lateral surfaces of the thighs 
(approximately 12 x 5 em and 2 em in 
depth), on the posterior region of the right 
thigh extending to the buttock (15 x 5 x 3 
cm), and on the anterior and lateral regions 
of the right leg (7 x 8 x 2 cm). No 
inflammatory or pigmentary change was 
evident. There was pronounced hyperflexi- 
bility of the joints without hyperelasticity 
of the skin. 

Laboratory data during this 1972 evalua- 
tion included a serum glucose level of 84 
mg/dL and an ESR of 2 mm in one hour. 
White blood cell count, hemoglobin concen- 
tration, urinalysis result, and immunoglo- 
bulin levels were normal. The ANA deter- 
mination was negative. Review of biopsy 
specimens from the thigh lesions, obtained 
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Fig 1.—Case 1. VVell-demarcated atrophic lesion of right thigh. 


Fig 2.—Case 1. Linear atrophic lesions of proximal and distal 
regions of upper part of arm and axillary hyperpigmentation and 
verrucous epithelial thickening, consistent vvith acanthosis nigri- 
cans. 


Fig 3.—Case 4. Pronounced atrophy of subcutaneous fat of buttocks. 
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in 1970 and 1971, demonstrated İymphoeyt- 
İc and focal granulomatous panniculitis. 
The child was considered to have acute 
lipodystrophy, and no therapy was pre- 
scribed. By 1974, there was no increase in 
the degree of atrophy, and the patient 
continued to be active and healthy. 

CASE 3.—A 6-year-old girl was observed 
in 1968 for localized lipoatrophy. Two 
months before evaluation, the mother 
noticed a nontender, oblong depression of 
the lateral region of the right thigh that 
had been briefly preceded by increased 
pigmentation, warmth, and induration. 
There was no history of localized trauma to 
the affected sites. A similar lesion devel- 
oped on the right, lateral part of the calf 
region. The areas of atrophy increased and 
then decreased in size over two months. 
The child received a one-week course of 
therapy with prednisone. She had had an 
episode of bronchitis at the age of 3 months 
and of dehydration secondary to tonsillitis 
at 9 months, but was currently healthy. The 
family history was positive for Raynaud’s 
disease and rheumatoid arthritis in a 
maternal uncle but was negative for dia- 
betes and lipodystrophy. 

Physical examination showed an irregu- 
lar, slightly indurated, fairly well-demar- 
cated atrophic region (approximately 10 x 
6 em and 3 em in depth) involving the 
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Fig 4.—Case 1. Diffuse lymphocytic panniculitis (hematoxylin-eosin, x 50). 


lateral aspects of the right thigh, knee, and 
calf, with prominence of overlying superfi- 
cial veins. There was no evidence of inflam- 
mation or increased pigmentation. 

Results of laboratory tests included a 
serum glucose level of 84 mg/dL and an 
ESR of 4 mm in one hour. Lipoprotein 
levels were normal. White blood cell count, 
hemoglobin concentration, urinalysis re- 
sult, and chest roentgenegram were 
normal. Roentgenograms of the lumbar 
part of the spine and the right leg were 
normal. An electromyogram showed a few 
motor unit potentials of short duration 
with basically normal muscle and nerve 
responses. A skin biopsy specimen showed 
atrophy of subcutaneous fat and scattered 
foci of lymphocytic infiltration. 

CASE 4.—A 42-year-old woman was 
observed in 1979; she had a three-year 
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history of progressive atrophy of the but- 
tocks and upper part of the thighs and a 
six-month history of “wasting” of the 
arms. She also complained of palpable 
“knots” in these regions. Despite fatigue 
and generalized weakness, the patient was 
able to continue a full-time job. 

She was healthy until 1975, when a hys- 
terectomy was performed for removal of 
fibroids. Atrophy of the buttocks was first 
noted in 1976, and within six months, the 
process evolved to almost complete loss of 
adipose tissue in this region. The patient 
complained of multiple pains involving her 
fingers, neck, and hips, but not strictly 
referable to the joints; she received various 
nonsteroid anti-inflammatory agents that 
caused recurrent episodes of gastritis. One 
episode of temporomandibular joint pain 
was treated with prednisone. The medical 
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history included pleurisy and postoperative 
phlebitis. There was no history of dia- 
betes. 

Physical examination showed striae and 
pronounced symmetric loss of adipose tis- 
sue from the buttocks, which left the over- 
lying skin with a redundant hanging fold 
appearance (Fig 3). Atrophy extended 
downward through most of the posterior 
part of the thigh region, with patchy soft 
nodularity of the surrounding tissue. There 
was diffuse lipoatrophy of the anterior 
region of the arms with the appearance of 
compensatory hypertrophy posteriorly. 

Data from an outside laboratory in 1978 
showed a positive test for ANAs in a solid 
pattern at 1 to 40 dilution. Laboratory 
evaluation results at the Mayo Clinic, 
Rochester, Minn, in 1979 included normal 
WBC count, urinalysis result, and ECG. 
Serum inmmunoglobulin levels were in- 
creased. The IgA level was 3.59 mg/mL 
(normal, 0.3 to 3.0 mg/mL); IgG, 15.8 mg/ 
mL (normal, 6.4 to 14.3 mg/mL); and IgM, 
2.74 mg/mL (normal, 0.2 to 1.4 mg/mL). 
Serum protein electrophoresis showed a 
slight increase in y-globulin level (1.75 g/ 
dL; normal, 0.5 to 1.6 g/dL). The hemato- 
crit reading was 38%; there was slight 
macrocytosis. Thyroxine and ANA levels; 
rheumatoid factor; automated reagin test; 
and 50% complement hemolysis, C3, hepati- 
tis B surface antigen, anti-DNA, Clq, and 
C1 esterase levels were normal. The C4 
level was 11 mg/dL (normal, 13 to 75 
mg/dL). Roentgenograms of the pelvis and 
hip were normal. Review of a biopsy speci- 
men from the left thigh, taken in 1978, 
showed panniculitis with lymphocytes and 
plasma cells. A repeated biopsy specimen 
taken in 1979 showed only mild focal lym- 
phoplasmaeytie inflammation. Direct im- 
munofluorescence microscopy of a speci- 
men from the thigh was negative. 


HISTOPATHOLOGIC STUDY 


Lymphocytic panniculitis was ob- 
served in early biopsy specimens of all 
four cases. The lymphocytes were 
perivascular and occurred in foci with- 
in the fat lobules. Early biopsy speci- 
mens showed a more diffuse lympho- 
eytic invasion of adipose lobules, with 
focal fat tissue necrosis (Fig 4 and 5). 
Plasma cells were prominent in one 
case (case 4). The diffuse lymphocytic 
inflammation was accompanied by fat 
necrosis and infiltration of histio- 
cytes. Focal histiocytic granulomas 
were observed. in case 2. While the 
early biopsy specimens in our four 
cases showed dramatic inflammation, 
the later biopsy specimens in three 
cases showed only focal round-cell 
inflammation, which was considered 
nonspecific. Only by comparison of 
the early and late biopsy specimens 
was the presence of an important but 
transient inflammation recognized 
(Fig 6). Immunofluorescence micros- 
copy studies in case 4 were negative, 
but because this was a late biopsy 
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specimen in the presence of minimal 
inflammation, it cannot be considered 
a conclusive result, and we believe 
that immunofluorescence microscopy 
study in such cases would be of inter- 
est. 


COMMENT 


The term “lipodystrophy” has tradi- 
tionally meant primary, idiopathic 
atrophy of subcutaneous tissue, 
whether total, partial, or localized. 
Total lipodystrophy consists of con- 
genital or acquired complete loss of 
adipose tissue, usually associated with 
hepatomegaly, hyperglycemia, hyper- 
lipemia, and hypermetabolism.? Sub- 
sets of this syndrome include lipo- 
atrophic diabetes, with or without 
acanthosis nigricans, and lipodystro- 
phy with acromegalic gigantism and 
other endocrine defects.”” Other asso- 
ciations include generalized hyperpig- 
mentation, renal disease, CNS disor- 
ders, cardiomegaly, hypertrichosis, 
hypertrophy of the external genitalia, 
and advanced bone age. 

Partial lipodystrophy is usually 
manifested as symmetric loss of facial 
fat tissue with or without similar atro- 
phy of the arms and upper part of the 
trunk—so-called cephalothoracobra- 
chial atrophy.’ Descriptions of this 
syndrome date as early as 1885, when 
Mitchell" described a 12-year-old girl 
with fat loss in this distribution. The 
typical patient is a female child (al- 
though age at onset ranges from 
infancy to adulthood). Onset after a 
febrile illness such as measles has 
been noted; however, the high fre- 
quency of such illnesses in children 
makes this of dubious importance. 
Although most patients have atrophic 
lesions of the upper half of the body, 
cases of involvement of the lower 
extremities alone’ or of the four 
extremities and not the trunk* have 
been described. This syndrome has 
been associated with renal disease, 
diabetes, hyperpigmentation, hirsu- 
tism, hepatomegaly, and hyperlipe- 
mia.?79-0 Tt has been called progres- 
sive partial lipodystrophy because the 
process has been noted to spread from 
the face downward. Between 1922 and 
1959, fifty patients with partial lipo- 
dystrophy were seen at the Mayo 
Clinic; among these were five with 
“hemilipodystrophy” (involving half 
of the face or half of the entire body).* 
In this group, progression of atrophy 
oceurred during approximately 18 
months to six years and then ceased. 
Of the patients followed up for at 
least ten years, none showed reversal 
of fat tissue loss. 

A third group of patients can be 
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Fig 5.—Case 2. Focal histiocytic granuloma and perivascular lymphocytic inflammation 
within adipose tissue (hematoxylin-eosin, original magnification x 160). 


classified as having localized lipodys- 
trophy. These patients usually show 
multifocal, well-demarcated atrophic 
lesions. In 1903, Barnes" reported Sir 
William Gowers’ case of local panatro- 
phy involving muscle, fat, and mor- 
phea-like changes; follow-up examina- 
tion of this patient in 1931 showed no 
change in the lesions." More recently, 
Borda et al'* described five patients 
with localized cutaneous panatrophy, 
including manifestation as hemifacial 
atrophy; associations with localized 
scleroderma and lichen sclerosus et 
atrophicus were noted.'* Subsets of 
the group with localized lipoatrophy 
include annular atrophy of the ankles 
and semicircular lipoatrophy of the 
anterolateral region of the thighs." 

Histologic study of patients with 
total lipodystrophy, partial lipodystro- 
phy, and localized lipodystrophy had 
uniformly shown only an absence of 
subcutaneous tissue, paralleling the 
lack of clinical inflammatory changes. 
At present, this must be accepted, but 
perhaps skin biopsy specimens were 
not obtained early enough in the 
course of the disease or were not 
obtained with wide excision. Hints of 
underlying microscopic inflammation 
in lipodystrophic lesions are scattered 
through the literature. Senior and Gel- 
lis, in 1964, described a patient who 
acquired total lipodystrophy after the 
onset of subcutaneous nodules, histo- 
logically consistent with Weber-Chris- 
tian disease. Bettley"” reported local- 
ized panatrophy in a 12-year-old boy 
involving the buttocks, back, and 


thighs; histologic examination showed 
absent subcutaneous tissue and focal 
coagulation necrosis of muscle, with 
patchy lymphocytic infiltration be- 
tween the muscle fibers. Taylor and 
Honeycutt’ described round-cell infil- 
tration in the panniculus of a 4-year- 
old girl with lipodystrophy. These 
findings have generally been dis- 
missed as unimportant. Most recently, 
Imamura et al demonstrated moder- 
ate lymphocytic infiltration in the sur- 
rounding fat of lesions from patients 
with lipodystrophia centrifugalis ab- 
dominalis infantilis. However, thus 
far, the bulk of evidence supporting 
lipodystrophy as an inflammatory dis- 
order has not been histologic but, 
rather, a demonstration of abnormali- 
ties in complement activation. Partial 
lipodystrophy has been associated 
with mesangial capillary glomerulone- 
phritis and alternate pathway activa- 
tion of complement with hypocomple- 
mentemia in the presence of circulat- 
ing C3 nephritic factor and decreased 
serum C3 levels.'*“° One patient in the 
report of Sissons et al with “limb 
lipodystrophy” showed evidence of the 
classic pathway of complement activa- 
tion (with decreased Clq, C4, and C2 
levels) but no renal disease; this case is 
more analogous to that of our patient 
4 in the pattern of fat tissue loss and 
borderline low C4 level. 

The multiple associations of lipo- 
dystrophy with immunologic disor- 
ders tempt us to consider lipodystro- 
phy an immunologic disease. Although 
the association with complement ab- 
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normalities and membrane-prolifera- 
tive glomerulonephritis is most fre- 
quent, there are reports of lipodystro- 
phy with scleroderma,” Raynaud”s 
phenomenon, Siögren s or sicca syn- 


autoantibodies.”" Ziff”” briefly men- 
tioned a patient with systemic lupus 
erythematosus and partial lipodystro- 
phy who had polyarthritis, pleurisy, a 
markedly decreased serum C3 level, 
C8-splitting activity, and occasionally 
positive lupus erythematosus clot and 
ANA tests. There is one description of 
a child with lipoatrophy of the thighs 
who three years later had thyrotoxico- 
sis, optic atrophy, and myasthenia 
gravis; 20 years later, she had idio- 
pathic thrombocytopenic purpura.” 

In 1932, F. Parkes Weber” dis- 
cussed a case of local atrophy that he 
considered an example of the “deep 
type of morphoeic scleroderma.” 

As shown in Table 1, lipoatrophy is 
a common sequela of panniculitis in 
patients with connective tissue dis- 
eases such as lupus erythematosus and 
subcutaneous morphea,” as well as 
in the recently described syndrome of 
lobular lymphocytic connective tissue 
panniculitis of Winkelmann and Pa- 
dilha-Goncalves." Inflammatory 
changes in the fat of these patients 
have been repeatedly documented. 
Annular lipoatrophy is a localized 
form of lipoatrophy in which underly- 
ing inflammation has been described 
in several cases. Jablonska et al” 
described a 15-year-old girl with annu- 
lar atrophy of the ankles preceded by 
subcutaneous nodules of the lower 
part of the legs. A biopsy specimen of 
a nodule showed an infiltrate com- 
posed of lymphocytes, histiocytes, nu- 
merous fibroblasts, and macrophages, 
along with inflammation of the arteri- 
oles and venules; the fat lobules were 
being replaced by connective tissue, 
and blood vessel proliferation was evi- 
dent. Ferreira-Marques" found mas- 
sive adipose atrophy with deep fat 
necrosis and steatophagic histiocytes 
in a patient with localized lipoatrophy; 
he emphasized the presence of panar- 
teritis and panphlebitis of the pannic- 
ulus with sclerosis of blood vessels and 
obliterative thrombi. Gschwandtner 
and Miinzberger* described pannicu- 
litis composed of lymphocytes, histio- 
cytes, and giant cells, analogous to the 
findings in our case 2; however, their 
patient also showed an increase in 
capillary vessels with endothelial 
swelling and fibrosis of the deep fat. 
Although these cases have inflamma- 
tory features similar to ours, they all 
stress involvement or replacement of 
the panniculus with collagen, which 
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Fig 6.—Case 4. Top, Diffuse lymphocytic panniculitis in early biopsy specimen (hema- 
toxylin-eosin, original magnification x64). Bottom, Focal perivascular lymphoplasma- 
cytic inflammation in later biopsy specimen (hematoxylin-eosin, original magnification 
x 250). 


Table 1.—Classification of Lipoatrophy and Inflammatory 
or Immunologic Disorders 


Partial or localized lipodystrophy associated with the following 
Hypocomplementemia 


Nephritis (membrane-proliferative glomerulonephritis) 

Scleroderma 

Siögren”s syndrome 

Systemic lupus erythematosus 

Recurrent pyogenic infections 

Thyroiditis 
Lipoatrophy secondary to panniculitis of connective tissue disease 
Lupus panniculitis / profundus 
Subcutaneous morphea 
Lymphocytic connective tissue panniculitis 


Localized lipoatrophy 
Annular lipoatrophy 


Abdominal lipoatrophy 
Atrophic panniculitis 
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Case No./ 


Age, yr, at Distribution 
Onset of Lesions 
1/3 Lovver and upper 
? extremities 
b 2/ 2 Lovver 
H extremities 
3/ 6 Lower 
extremities 
3 4/39 Lower and upper 
extremities, 


primarily buttocks 


was not a part of the pathologie find- 


b ings in our cases. This sclerosis of the 
E subcutaneous fatty tissue, also de- 
E scribed in Bruinsma’s cases"" of annu- 
b lar lipoatrophy, is more analogous to 


the lipoatrophy in morphea. 

Our four patients are typical of the 
localized lipodystrophy group in that 
they showed insidious development of 
atrophic lesions without substantial 
clinical evidence of preceding inflam- 
mation of subcutaneous tissue (Table 
2). However, like the cases of Imamu- 
ra et al” and of others””"" noted pre- 
viously in which there was evidence of 
lymphocytic infiltrates in total, par- 
tial, or localized lipoatrophy, all four of 
our patients had lymphocytic pannicu- 
` litis. Such inflammation was termed 
ğ “Weber-Christian disease” in the past 
(case 1). By comparing early and late 
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Table 2.—Summary of Cases Reported 













Associated Histologic 
Problems s Features 
Acanthosis \ Lymphocytic 
nigricans panniculitis 
Hyperflexibility Lymphocytic 
of joints panniculitis 
Lymphocytic 
panniculitis 
Lymphoplasmacytic 
panniculitis 






biopsy specimens, we demonstrated 
that the transient nature of the 
inflammation correlated with the ces- 
sation of fat loss clinically. Our find- 
ing of lymphocytic panniculitis in 
patients with localized lipoatrophy is 
the first report, to our knowledge, to 
emphasize an inflammatory basis for 
this disorder. The importance of this 
observation lies in its implications for 
prognosis and treatment as well as in 
the elucidation of the pathogenesis of 
lipodystrophy. This pathologic find- 
ing, together with cases associated 
with nephritis, connective tissue dis- 
eases, and other autoimmune diseases 
such as Sjögren’s syndrome and 
Hashimoto’s disease, encourage us to 
believe that most cases of localized 
lipoatrophy are actually inflammatory 
in origin. The phases of inflammation 
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could account for the variable expres- 
sion of the disease. 

Our patients showed no significant 
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phy and hypocomplementemia or with 
lymphocytic connective tissue pannic- 
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logic findings may vary, and so our 
negative findings must be interpreted 
with caution. All of the localized forms 
of lipoatrophy listed in Table 1 may 
represent end stages of a connective 
tissue panniculitis. 

We believe that the finding of lym- 
phocytic panniculitis in our four 
patients with localized lipoatrophy 
suggests an opportunity for the clini- 
cal study of such cases. The associa- 
tions of hypocomplementemia and 
multiple immunologic or inflammato- 
ry disorders noted years after the 
onset of lipodystrophies, as reported 
in the literature, emphasize the need 
for early microscopic examination as a 
possible guide in evaluating treat- 
ment and prognosis. The finding of 
lymphocytic inflammation may also 
aid in treatment, as in prior experi- 
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tinuous spectrum of connective tissue 
disease expression. 
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Elevation of Serum Triglyceride Levels 


From Oral Isotretinoin in Disorders 


of Keratinization 


Ronald A. Katz, MD; Hildegard Jorgensen, RN; Thomas P. Nigra, MD 


è Ten patients with disorders of kerati- 
nization were treated with oral isotretinoin 
(13-cis-retinoic acid) on an investigation- 
al protocol to test the efficacy, safety, and 
optimal dosage schedule for using the 
drug in these rare disorders. Elevations of 
serum triglyceride levels above the high- 
est normal levels developed in seven of 
the ten patients, while they maintained 
normal levels of serum cholesterol. This 
effect was found to be dose and/or time 
related and reversible. Moderate eleva- 
tions of serum triglyceride levels have not 
been clearly established as a risk factor 
for the development of coronary artery 
disease. High levels, however, may pre- 
cipitate acute pancreatitis. For this rea- 
son, the conditions of patients receiving 
retinoids must be carefully monitored for 
triglyceride abnormalities throughout 
their courses of treatment. 

(Arch Dermatol 116:1369-1372, 1980) 


ell-controlled clinical studies 
have now clearly established 
the effectiveness of the oral synthetic 
retinoids in the management of many 
treatment-resistant disorders of kera- 
tinization.’* Only recently, isotreti- 
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noin (18-cis-retinoic acid) has been 
shown to induce prolonged remissions 
in some patients with cystic and con- 
globate acne vulgaris.‘ However, all 
patients receiving treatment are still 
on investigational protocols, since the 
acute and chronic toxic reactions of 
the retinoids have not yet been clearly 
defined. Thus far, the major adverse 
effects seen in patients receiving iso- 
tretinoin occur in the skin and mucous 
membranes. These changes, such as 
cheilitis and conjunctivitis, are dose 
related and are reversible when 
administration of the drug is stopped. 
Increases in liver enzymes and ESRs 
have also been observed in a few 
patients. These, too, are reversible 
changes, reverting to normal when 
the drug therapy is discontinued. Seri- 
ous side effects seen with vitamin A 
intoxication have not been reported to 
occur in patients taking the synthetic 
retinoids.’ 

In this study, ten patients with dis- 
orders of keratinization were treated 
with isotretinoin. The investigational 
protocol is part of a multicenter clini- 
cal trial to test the effectiveness, safe- 
ty, and optimal dosage schedule for 
use of the drug in these rare disorders. 
In the course of the study, it was 
found that elevations of serum trigly- 
ceride levels above the highest limits 
of normal values developed in seven of 
the ten patients, while they main- 
tained normal levels of serum choles- 
terol. To our knowledge, this effect 
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has not been previously reported in 
humans taking the drug. 


PATIENTS AND METHODS 


The synthetic retinoid isotretinoin was 
administered to a group of ten patients. 
The initial daily oral dosage of 0.5 mg/kg 
was increased by 0.5 mg/kg per week until 
manifestations of toxic reactions were 
seen or clinical improvement was observed, 
whichever occurred first. The patient then 
stayed at that dosage level for a total 
treatment period of 16 weeks, after which 
the drug’s use was discontinued and the 
patient was observed at biweekly intervals. 
If the disease recurred eight weeks or more 
later, a second course of therapy was ini- 
tiated at the previous maintenance dos- 
age. 

More laboratory studies, obtained before 
treatment and during the treatment 
courses, included urinalysis, complete blood 
cell count, ESR, SGOT and SGPT, alkaline 
phosphatase, total bilirubin, lactic dehydro- 
genase, total serum protein and albumin, 
BUN, creatinine, glucose, electrolytes, cal- 
cium, uric acid, platelet count, and pro- 
thrombin time. Serum cholesterol level, 
triglyceride levels, and lipoprotein electro- 
phoresis values were obtained at predeter- 
mined intervals after patients had fasted 
absolutely for 12 to 14 hours.”” No drug 
was given during this fasting period. 

None of the patients had unusual dietary 
habits or a history of excessive alcohol 
intake. None was receiving estrogen com- 
pounds. None of the patients had preexist- 
ing systemic diseases that might predis- 
pose to elevated serum triglyceride levels. 
The study included six men and four 
women ranging in age from 10 to 59 years 
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Patient No./Age, yr/ 
Race /Sex Height, cm. 


1/10/B/M 133 
2/59/W/M 170 
3/46/B/M 
4/53/W/M 
5/32/W/F 
6/11/W/F 


- 
N 
ao 


ae 
Aja 
olo 


8/13/VV/M 151 
9/30/B/F 166 
10/20/VV/F 160 





Sra — "rn 


VVeight, kg Primary Diagnosis 
38 Epidermolytic hyperkeratosis 
Pityriasis rubra pilaris 
Pityriasis rubra pilaris 
ichthyosis vulgaris 
Acanthosis nigricans 


io 
li 


"y 
wo 
Cl o 


a 
o 


Darier”s disease 
Darier”s disease 
Pustular psoriasis 


y 
o 


“Value obtained two weeks after patient started receiving drug. No baseline data available. 


(Table 1). All patients had lipoprotein pro- 
files determined at some point in the 
study, with the exception of patient 1. 


RESULTS 


Dose- and/or time-related eleva- 
tions of serum triglyceride levels 
developed in seven of ten patients in 
this study while they were receiving 
isotretinoin (Figure). Eight weeks 
after therapy had begun, elevated 
serum triglyceride levels had devel- 
oped in five patients. Elevated levels 
did not develop in two additional 
patients until 16 weeks after initiat- 
ing treatment, suggesting that the 
response might be temporal as well as 
dose related in some cases. More infor- 
mation concerning the relationship 
between elevated serum triglyceride 
levels and dose vs the duration of 
retinoid treatment will be obtained 
only after fixed-dose studies have 
been done. 

After discontinuing use of the drug 
at 16 weeks or earlier if medically 
indicated, all patients with elevated 
serum triglyceride levels showed re- 
version to baseline levels. Serum cho- 
lesterol levels did not fluctuate sub- 
stantially during the course of the 
study in any of the patients. Serum 
lipoprotein electrophoresis values ob- 
tained in patients at the time that 
triglyceride levels were raised showed 
type IV patterns with elevated, very- 
low-density lipoproteins (VLDLs), 
and no chylomicrons present except in 
patient 2 (Table 2). Two of the 
patients (patients 4 and 8) had type IV 
patterns at baseline triglyceride lev- 
els. In all other patients, the abnormal 
patterns disappeared after drug use 
was discontinued. 

Patient 4, known to have type IV 
hypertriglyceridemia before receiving 
the drug, was removed from the study 
because of increased triglyceride lev- 
els greater than 1,000 mg/dL eight 
weeks after taking the retinoid. 
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Table 1.—Characteristics of Patients and Baseline and Peak Levels 


Triglyceride/Cholesterol 
Values, mg/dL 

 —.——— 

Baseline Peak 


59/159 52/205 
109/203“ 350/228 
93/194 179/227 
357/222 1,155/412 
87/163 560/233 
61/153 180/192 


s 
oo 
np 
N 
3 
. 


174/119 
123/197 
60/143 


436/124 
161/249 
138/147 


> 
a 


Isotretinoin Dosage 
0.5+1.0 mg/kg 
esse 1.5 mg/kg 
Std 2.0 + 2.5 mg/kg 
maass 3.0 + 3.5 mg/kg 
000000 4.0 mg/kg 
= 188----- No Drug 


l Normal Range 


14 16 


Duration of Treatment, wk 





Individual patient changes in triglyceride levels in relation to dosage of drug and duration 
of treatment. Circled numbers indicate patient numbers. 


Patient 5 had an endocrinopathy that 
included obesity and diabetes melli- 
tus. Her triglyceride levels dropped 
between eight and 16 weeks, because 
the dosage of the retinoid was 
decreased because of cheilitis and con- 
junctivitis. Patient 8 was a 13-year-old 
boy whose father had died, at the age 
of 34 years, of coronary artery disease. 
He also had a history of hypertrigly- 


ceridemia. The child had elevated 
baseline triglyceride levels that 
dropped after he began receiving the 
retinoid, probably as a response to 
dietary restrictions imposed by the 
mother. With return to a normal diet, 
the triglyceride levels rose steadily 
with increased dosage of the drug and 
dropped toward baseline values when 
the drug therapy was stopped. 
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Table 2.—Lipoprotein Profiles and Phenotypes 





Levels} 





_— ha ......--.....--- 


Patient No./ 
Age, yr/Sex Situation 
Received drug therapy 


No drug therapy for 6 
wk 


2/59/M No drug therapy for 6 


mo 
Normal range 
Received drug therapy 
No drug therapy 
Normal range 
Received drug therapy 


No drug therapy for 7 
wk 


No drug therapy for 9 
mo 


Normal range 
Received drug therapy 
No drug therapy 
Normal range 
Received drug therapy 
No drug therapy 
Normal range 
Received drug therapy 
No drug therapy 
Normal range 
Received drug therapy 
No drug therapy 
Normal range 
Received drug therapy 
No drug therapy 
Normal range 
Received drug therapy 
No drug therapy 
Normal range 


3/46/M 


4/53/M 


6/11/F 


7/48/M 


8/14/M 


9/30/F 


10/20/F 


Cholesterol, 


Triglyceride, e 


mg/dL mg/dL VLDL, mg/dL 


160-330 


150-310 


160-330 


140-270 


120-230 


150-310 


120-230 





140-270 


185 108 22 
157 82 17 
120-240 10-140 5-25 


LDL, mg/dL 


HDL, mg/dL Phenotype 


Mild type IV 


Normal 


Normal 





Normal 


133 30 
113 27 Normal 
60-170 35-75 


*Values obtained by Upjohn Laboratory Procedures South Inc, Atlanta. All other values from Molecular Disease Branch, National Heart, Lung, and Blood 


Institute. 


{VLDL indicates very-low-density lipoproteins; LDL, low-density lipoproteins; and HDL, high-density lipoproteins. 


COMMENT 


The oral synthetic retinoids are 
presently under clinical investigation 
for use in treatment-resistant derma- 
tologic disorders as well as for their 
possible application in the chemopro- 
phylaxis of cancer.” Because of the 
therapeutic potential of these agents, 
the spectrum of acute and chronic 
toxic reactions is of major importance. 
Elevations of serum triglyceride levels 
above the highest normal values 
developed in seven of ten patients in 
this study treated with isotretinoin 
while they had normal levels of serum 
cholesterol. This response seems to be 
dose related but may also be time 
related in some patients. All blood 
samples were obtained after patients 
had fasted 12 to 14 hours so that 
values were not affected by dietary 
factors. Since chylomicrons were not 
present in the samples obtained, it is 
unlikely that the hypertriglyceride- 


Arch Dermatol—Vol 116, Dec 1980 


mia is of exogenous origin. Serum 
lipoprotein electrophoresis values 
done at the time of elevated triglyce- 
ride levels showed type IV patterns, 
indicating elevation of VLDLs. These 
VLDLs are synthesized mainly in the 
liver and have the function of trans- 
porting triglycerides of endogenous 
origin.” In contrast to vitamin A, iso- 
tretinoin is not stored in the liver; 
however, it is possible that high doses 
of the drug may have some toxic 
effect on the liver that modulates this 
response."”"" 

There is considerable evidence that 
vitamin A and the retinoids affect 
lipid metabolism in animals. Bring et 
al” reported that total serum choleste- 
rol levels were inversely related to the 
dietary vitamin A acetate levels in 
rats. It was also shown that oral or 
intramuscular administration of ex- 
cess vitamin A caused accumulation of 
triglycerides in the liver and hypertri- 
glyceridemia in rats.’** Erdman and 


Soloman” have reported elevated se- 
rum triglyceride levels in cholesterol- 
fed rats given retinoic acid. This was 
confirmed by Gerber and Erdman," 
who indicated from unpublished labo- 
ratory data that this elevation of plas- 
ma triglyceride levels from retinoic 
acid was not related to chylomicrons 
but to a VLDL-linked elevation. 
Finally, Gerber and Erdman” have 
shown that dietary administration of 
tretinoin and isotretinoin given to 
rats produces hypertriglyceridemia. 
However, the doses of isotretinoin 
required to produce this effect were 
far greater than those needed using 
the tretinoin derivative. To our knowl- 
edge, this potential toxic effect of the 
retinoids has not been previously 
reported in humans. 

From this study it is clear that 
patients receiving retinoids must be 
monitored for triglyceride abnormali- 
ties. The importance of serum trigly- 
ceride elevations must be considered 
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with respect to short- and long-term 
effects. The major short-term compli- 
cation in patients with elevated tri- 
glyceride levels is acute pancreatitis. 
This complication usually occurs when 
the serum triglyceride levels rise to 
about ten times normal (normal, 100 
to 200 mg/dL).'* 

The long-term effects of elevated 
fasting triglyceride levels are contro- 
versial. Some studies have indicated 
that triglyceride levels are not an 
important risk factor for coronary 
artery disease."”“” In other studies, an 
association betvveen elevated serum 
triglyceride levels and coronary artery 
disease has been found, but this asso- 
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ciation may be secondary to the high 
incidence of diabetes, obesity, and 
decreased high-density lipoprotein 
levels.!°-22 : 

Patients having elevated fasting 
serum trigyceride levels before re- 
ceiving retinoic therapy may be at 
greater risk of dangerously high levels 
developing while receiving the drug, 
and their conditions should be moni- 
tored carefully throughout treatment. 
Because of the probable additive 
effect of diet and drugs on serum 
triglyceride levels, all patients being 
treated with the retinoids who acquire 
triglyceride abnormalities should have 
dietary counseling. 
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Treatment of Dermatitis 


Herpetiformis With Colchicine 


David N. Silvers, MD; Einer A. Juhlin, MD, Peter H. Berezeller, MD; John MeSorley, MD 


e Oral colchicine therapy was used 
successfully in the treatment of three 
patients with dermatitis herpetiformis, 
although the degree of disease control 
varied. The condition of a fourth patient 
did not improve. A trial of colchicine is 
suggested when conventional therapy 
with dapsone or sulfapyridine is contrain- 
dicated or when a gluten-free diet cannot 
be employed. 

(Arch Dermatol 116:1373-1374, 1980) 


I pee herpetiformis is a gen- 
eralized dermatosis character- 
ized by severe pruritus, grouped papu- 
lovesicles present primarily on exten- 
sor surfaces, granular deposits of IgA 
at the basement membrane zone and 
in the dermal papillae, collections 
of polymorphonuclear leukocytes 
(PMNLs) in the dermal papillae in 
association with subepidermal vesicle 
formation, and prompt resolution of 
all clinical symptoms after adminis- 
tration of dapsone or sulfapyridine. 
Although the response to drug thera- 
py is rapid and usually complete, these 
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medications often produce side ef- 
fects. In almost all patients taking 
sulfones, some degree of hemolytic 
anemia develops, which can be of 
functional importance in those with 
anemia from any cause and in 
patients with compromised cardiovas- 
cular status. Severe hemolytic anemia 
occurs in patients taking sulfones if 
their RBCs are deficient in glucose- 
6-phosphate dehydrogenase (G6PD). 
Additional reported side effects from 
either sulfapyridine or sulfones in- 
clude aplastic anemia, agranulocyto- 
sis, methemoglobinemia, peripheral 
neuropathy, and hepatic and renal 
damage.' 

We have used colchicine to treat 
four patients with dermatitis herpeti- 
formis. Three of the patients re- 
sponded rapidly with disappearance 
of important symptoms; the fourth 
patient had no improvement while 
taking colchicine. 


REPORT OF CASES 


CASE 1.—A 25-year-old man had general- 
ized pruritus and a vesicular eruption of 
one month’s duration. Cutaneous examina- 
tion demonstrated papulovesicles on the 
elbows, dorsa of the hands, knees, and 
sacrum. A biopsy specimen of a typical 
lesion showed abscesses filled with PMNLs 
in the dermal papillae together with sub- 
epidermal vesicle formation. Direct immu- 
nofluorescence microscopy studies were 
not obtained. Complete blood cell count 
(CBC) and ESR; VDRL, urinalysis, and 
12-factor sequential multiple analysis re- 
sults; and electrolyte level determinations 
were normal. 


The patient had been treated by another 
physician with sulfapyridine. The medica- 
tion had dramatically relieved the cuta- 
neous symptoms, but the patient experi- 
enced severe headaches, conjunctivitis, and 
a temperature of 40.5 °C. The symptoms 
abated when the sulfapyridine therapy was 
discontinued but promptly reappeared 
within 2% hours of ingesting another 
tablet. 

Oral colchicine, 0.6 mg three times daily 
(three tablets per day), was administered 
with complete resolution of lesions and 
pruritus within ten days. When the dose 
was reduced to 0.6 mg twice daily, pruritus 
and new lesions began to recur. No signifi- 
cant side effects were encountered. 

The patient adjusted the dosage of col- 
chicine to between two and three tablets 
per day for eight months with excellent 
control of symptoms until “sore eyes” and 
“fatigue” developed that prompted him to 
discontinue the medication. New lesions 
and severe pruritus recurred within four 
days. 

CASE 2.—A 65-year-old man had a five- 
year history of pruritus and a rash. Cuta- 
neous examination shovved grouped pap- 
ules on the elbows, knees, and buttocks. A 
biopsy specimen of a papule demonstrated 
collections of PMNLs forming microab- 
scesses in the papillary dermis. Granular 
deposits of IgA at the basement membrane 
zone were demonstrated by direct immuno- 
fluorescence microscopy. 

The patient had been treated by another 
physician with “leprosy medicine” that 
gave relief of symptoms, but therapy with 
the medication had been discontinued 
because of anemia and coexistent cardio- 
vascular disease. 

Therapy with colchicine, 0.6 mg three 
times daily, alleviated the pruritus, and no 
new lesions appeared. However, the pa- 
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tient had diarrhea, necessitating a dose 
reduction to two tablets daily. After two 
months of treatment, increased pruritus 
suddenly developed, accompanied by the 
appearance of new lesions. He stopped 
taking colchicine for one week, during 
which time his symptoms worsened. Colchi- 
cine, two tablets daily, again relieved his 
symptoms, but not to the extent that they 
had during the initial two months of treat- 
ment. The patient was unable to increase 
the dosage of colchicine because of severe 
diarrhea. 

Case 3.—A 51-year-old woman had a his- 
tory of a widespread pruritic eruption that 
had been diagnosed as a drug eruption. She 
had been treated with topical and systemic 
corticosteroids as well as antihistamines 
without significant relief of her symp- 
toms. 

Cutaneous examination demonstrated a 
widespread, excoriated, vesicular eruption 
involving primarily the extensor surfaces 
of the extremities, the chest, and the 
back. 

A skin biopsy specimen showed collec- 
tions of PMNLs in the dermal papillae and 
subepidermal vesicle formation. Direct 
immunofluorescence microscopy studies 
were not obtained. A CBC and RBC G6PD 
activity were normal. 

Oral dapsone therapy, 100 mg four times 
daily, was started, and the patient experi- 
enced dramatic relief of pruritus. New 
lesions stopped forming. However, when 
the dosage of dapsone was lowered to 100 
mg twice daily, new blisters and pruritus 
reappeared. Dapsone therapy was stopped, 
and oral colchicine, 0.6 mg four times daily, 
was begun, relieving the pruritus; new 
lesions stopped appearing. However, diar- 
rhea necessitated a dosage reduction in 
colchicine to two tablets daily. This was 
accompanied by a return of mild pruritus 
and the appearance of a few scattered 
vesicles. The patient has continued taking 
colchicine for three months. She had gotten 
more relief of her symptoms from 0.6 mg 
of colchicine twice daily than she did from 
100 mg of dapsone twice daily. 

CASE 4.—A 48-year-old man had a gener- 
alized eruption that was initially confined 
to the abdomen and chest and clinically 
was thought to represent “neurodermati- 
tis.” During the next three months, the 
eruption became more vesicular. 

Cutaneous examination showed numer- 
ous papulovesicles on the extensor surfaces 
of the extremities and on the lower part of 
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the back. A skin biopsy specimen demon- 
strated subepidermal vesicles containing 
collections of PMNLs. Direct immunofluo- 
rescence microscopy studies were not done. 
The RBC G6PD agtivity was normal. 

Oral sulfapyridine, 500 mg four times 
daily, provided little relief of the patient’s 
symptoms. Treatment with 100 mg of oral 
dapsone four times daily led to a dramatic 
improvement that persisted despite reduc- 
ing the dosage of 100 mg daily. However, 
anemia developed that, together with a 
history of coronary bypass surgery for 
coronary artery disease, prompted discon- 
tinuation of dapsone therapy. 

Oral colchicine, 0.6 mg daily, was admin- 
istered, and the dosage was gradually 
increased to four tablets daily. Despite 
taking four tablets daily for five days, new 
blisters continued to develop and the 
patient still experienced intense pruritus. 
Although he had no complications such as 
diarrhea, the dosage of colchicine was not 
increased, and therapy with the medication 
was discontinued. 


COMMENT 


The value of colchicine in the treat- 
ment of acute gouty arthritis is well 
established. Colchicine has also been 
used successfully in the prophylaxis of 
familial Mediterranean fever (FMF)? 
and in the management of cutaneous 
necrotizing vasculitis.’ Its mechanism 
of action, although not completely 
understood, is presumed related to its 
effect on PMNLs, specifically by 
decreasing lactic acid production.“ 
Dermatitis herpetiformis, like gout 
and FMF, is characterized by an 
inflammatory infiltrate composed of 
PMNLs; this feature prompted us to 
use colchicine in the treatment of der- 
matitis herpetiformis. To our knowl- 
edge, the use of colchicine in dermati- 
tis herpetiformis has not been re- 
ported previously. 

After intravenous administration, 
colchicine rapidly disappears from the 
plasma and is found in substantial 
quantity within circulating leuko- 
eytes.” Colchicine binds to the protein 
subunits that form microtubules in 
cells and not only interferes with cell 
division, but with cell locomotion as 
well.’ However, leukocytes taken 
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from patients receiving colchicine for 
FMF produce normal quantities of 
leukocyte pyrogen, ingest bacteria 
normally, and show normal migration. 
The failure of these patients to accu- 
mulate numbers of leukocytes at “skin 
window” sites 24 hours after irritant 
abrasion has led to the speculation 
that the action of colchicine is related 
to suppression of the amplification of 
an ongoing inflammatory reaction.* 

Extensive use of colchicine in the 
management of gouty arthritis has 
attested to its relative safety and 
freedom from associated adverse re- 
actions. Other than reversible gas- 
trointestinal tract disturbances, toxic 
reactions to the oral administration of 
the drug are uncommon. They include 
bone marrow depression with agranu- 
locytosis, thrombocytopenia, aplastic 
anemia, peripheral neuritis, and depi- 
lation. Azoospermia" and chromosom- 
al disjunction’ have been reported. 
Since toxic reactions have generally 
been associated with long-term oral 
administration as well as with intra- 
venous administration of the medica- 
tion," appropriate laboratory studies 
should be obtained in patients receiv- 
ing long-term colchicine treatment. 

Our results suggest that colchicine 
is useful in the treatment of some 
cases of dermatitis herpetiformis. 
Partial or complete relief of cutaneous 
symptoms seems related to the dosage 
of colchicine employed, although the 
drug may not be tolerated in the 
required therapeutic range because of 
the common complication of diarrhea. 
A trial of colchicine is indicated if the 
patient cannot, for any reason, receive 
more conventional drug therapy with 
dapsone or sulfapyridine, or if a glut- 
en-free diet is not employed. Confir- 
mation of the value of colchicine in the 
management of dermatitis herpeti- 
formis awaits appropriately con- 
trolled clinical trials. 
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Trichothiodystrophy 


Sulfur-Deficient Brittle Hair as a Marker 
for a Neuroectodermal Symptom Complex 


Vera H. Price, MD; Richard B. Odom, MD; Wilfred H. Ward, PhD; Francis T. Jones, PhD 


e Trichothiodystrophy, or sulfur-defi- 
cient brittle hair, is a clinical marker for a 
neuroectodermal symptom complex that 
usually features mental and physical 
retardation and may also include nail dys- 
trophy, lamellar ichthyosis, ocular dyspla- 
sia, dental caries, and decreased fertility. 
Cystine-deficient hair is common to all 
patients. The hairs from tvvo nevv patients 
were studied, and the most distinctive 
microscopic hair findings were striking 
bright and dark bands seen with polariz- 
ing microscopy using crossed polarizers. 
To date, all hair samples showing this 
banding have had an abnormally low sul- 
fur content. Two-dimensional electropho- 
resis on the two protein fractions of the 
abnormal hair confirmed that the abnor- 
mality is caused by decreased synthesis 
of high-sulfur matrix proteins. Distur- 
bances of the transport or utilization of 
sulfur-containing amino acids in other 
neuroectodermal tissues may be pro- 
posed to account for the various disease 
features in these persons. 

(Arch Dermatol 116:1375-1384, 1980) 
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n the last ten years, several reports 
have described persons in whom 
the common feature is brittle hair 
with an abnormally low sulfur con- 
tent. Mental and physical retarda- 
tion are prominent but not constant 
features in these patients. Other vari- 
able findings include hypoplastic 
nails, ichthyosiform skin changes, ocu- 
lar dysplasia, frequent dental caries, 
and decreased fertility. An autosomal 
recessive inheritance pattern has been 
suggested in reports involving more 
than one family member. 

Hair findings are the key factors in 
recognizing these patients. Scalp hair, 
eyebrows, and eyelashes are all nota- 
bly brittle and are, consequently, 
weak, broken, and often sparse. The 
hair has a striking banded appearance 
when examined by polarizing micros- 
copy with crossed polarizers. With 
light microscopy, trichoschisis and 
fractures resembling trichorrhexis no- 
dosa may be present. Scanning elec- 
tron microscopy commonly shows that 
the cuticle scales are absent or dam- 
aged and that the surface is irregular, 
with abnormal ridging and fluting. 
Transmission electron microscopy of 
the keratogenous zone of the abnor- 
mal hair has shown microfibrils 
arranged in an irregular, sometimes 
whorled manner.’ 

The total sulfur content of this 
abnormal hair is reduced to about half 
the usual value. Amino acid analysis 
shows a notably low cystine content 


that parallels the low total sulfur con- 
tent. Examination of the proteins of 
cystine-deficient hair has shown that 
the high-sulfur proteins are greatly 
reduced in proportion and have an 
abnormal amino acid composition.* 
Electrophoretic examination of the 
unfractionated abnormal hair pro- 
teins has also shown the notably low 
proportion of the high-sulfur matrix 
proteins.’ j 

“Trichothiodystrophy” is suggested 
as a useful designation for this condi- 
tion (in Greek, tricho indicates hair; 
thio, sulfur; dys, faulty; and trophe, 
nourishment), because sulfur-defi- 
cient, brittle hair is the one common 
feature in these persons and is the 
only clear-cut biochemical abnormali- 
ty so far detected. This term empha- 
sizes the importance of hair as a clini- 
cal marker for these patients. We do 
not know whether all the reports of 
such hair changes describe a single 
metabolic disturbance with certain 
variable or fortuitous clinical features, 
or whether they represent two or 
more metabolic defects with a com- 
mon final pathway impairing sulfur 
metabolism in keratinized structures. 
Disturbances in the metabolism, 
transport, or utilization of sulfur- 
containing amino acids in specific tis- 
sues, especially neuroectodermal tis- 
sues, may be proposed speculatively to 
account for the various features seen 
in these patients. 

We report here the details of two 
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Fig 1.—Case 1. Top, Frontal vievv of patient vvith trichothio 
eyebrows, eyelashes, and scalp hair, thickened epicanthal folds, protruding ears, and 


receding chin. Bottom, Lateral view. 
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new cases. We present further micro- 
scopic and biochemical studies of the 
hair abnormalities and discuss possi- 
ble mechanisms for some of the find- 
ings. 


REPORT OF CASES 


CASE 1.—A boy of black, white, Indian, 
and Chinese ancestry was born in Septem- 
ber 1968. This was his mother’s first and 
only pregnancy, and it was complicated by 
severe eclampsia with edema, proteinuria, 
and hypertension but no seizures. Delivery 
was by vertex presentation, and the infant 
weighed 2.48 kg at birth. His father, aged 
28 years, and mother, aged 25 years, were 
unrelated, in good health, and had had no 
diseases of the skin or hair. 

At birth, the boy was bald except for a 
single parietal patch of broken hair; he had 
no eyebrows or body hair and had partially 
missing eyelashes. The fingernails and 
toenails were hypoplastic and longitudinal- 
ly ridged. The skin was erythematous. The 
remainder of the physical examination’s 
results were normal. Histologic examina- 
tion of the foreskin obtained during rou- 
tine circumcision at 4 days of age showed 
slightly irregular thickening of the surface 
epithelium and abnormally developed 
sweat glands; a tentative diagnosis of anhi- 
drotic ectodermal dysplasia was made. 

After experiencing a severe sunburn at 2 
months of age, ichthyotie skin changes 
appeared. At age 5 months, severe flexural 
eczema developed. The ichthyosiform skin 
changes were later thought to be caused by 
the Siögren-Larsson syndrome or by a 
form of hypohidrotic ectodermal dysplasia. 
The patient, however, had no obvious prob- 
lem with sweating and tolerated the 35.5 
°C summer heat of San Jose, Calif. 

Development seemed normal until the 
child reached 6 months of age, after which 
growth and development slowed apprecia- 
bly. He sat at 7 months, walked with 
support at 14 months, and walked unsup- 
ported at 28 months. At 21 months, his 
limbs became spastic and hyperreflexic, 
and he had bilateral extensor plantar 
responses. Because of difficulty in walking 
and garbled speech, he was thought to have 
cerebral palsy. He had an intention tremor. 
Bilateral lateral nystagmus developed. By 
the age of 4 years, the spasticity in the 
limbs and the nystagmus were no longer 
present, although he still had a slight 
intention tremor and an unsteady gait. His 
IQ was considered to be between low- 
average and borderline mentally defec- 
tive. 

Other notable features of his medical 
history were the following: at age 2 
months, proptosis of the left eye developed, 
caused by a retrobulbar hemangioma. This 
was partially excised, and he was treated 
postoperatively with x-irradiation. At age 
7 months, a hemangioma of the right flank 
was excised. Asthma developed at age 3 
years. At 47 months, a generalized sclerotic 
condition primarily affecting the axial 
skeleton was found. Investigation of the 
osteosclerosis at 48 and 84 months failed to 
indicate its cause. A biopsy specimen of the 
right ileum was normal, and bone fluoride 
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Fig 2.—Large ichthyotic scales on anterior part of trunk. Note atopic eczema in 
antecubital fossae (case 1). 


concentration was within normal limits. 
Renal function and urinary heavy metal 
content were also both normal. At 84 
months, his skeletal age was 15 months 
below chronological age; in addition to 
axial and cranial sclerosis, the distal bony 
structures showed demineralization on 
roentgenographic examination. The sella 
turcica was normal. Thyroid hormone level, 
insulin tolerance test results, levodopa 
tolerance test results, and results of a test 
for 24-hour urinary ketosteroids were 
normal. Chromosome studies showed a 
normal male, 46 XY karyotype. 

The patient was first seen by one of the 
authors (V.H.P.) during his first admission 
to the Kaiser-Permanente Medical Center, 
San Francisco, in March 1977. The patient 
was 8!2 years old and acutely ill with 
gastroenteritis. His appearance was nota- 
ble because of his small stature, ichthyosi- 
form skin changes, and sparse, broken hair. 
After his recovery, he was seen in the 
dermatology clinic. Physical examination 
showed a small, alert, sociable child with a 
raspy voice. He had a somewhat aged 
appearance, with a receding chin and pro- 
truding ears (Fig 1). His height and weight 
were below the third percentile. His head 
was elongated in the frontooccipital plane 
and narrow from side to side. He had 
generalized xerotic skin with large ich- 
thyotic scales prominent on the trunk but 
sparing the buttocks and extremities (Fig 
2). In addition, he had severe chronic ecze- 
ma on his face, neck, and limbs, which was 
accentuated in the antecubital and popli- 
teal fossae. The palms and soles were 
hyperkeratotic. The scalp hair was dark 
brown, short, and uneven in length, with 
partial alopecia and extensive hair break- 
age along the frontal and temporal mar- 
gins, where the hair was 0.5 to 1 em long. 
Over the rest of the scalp, the hair was 4 to 
5 em long. The hair felt dry and broke 
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easily with light tugging. The eyebrows 
were only broken stubble and were barely 
visible. The upper eyelashes were almost 
normal; the lower eyelashes were sparse 
and broken. Bilateral epicanthal folds were 
prominent. The fingernails and toenails 
were soft and dystrophic. The fingernails 
showed distal lamellar splitting and hori- 
zontal ridging; they curved around the 
distal phalanges. The toenails were more 
severely affected with distal thickening 
and yellow discoloration; both great toe- 
nails were spoon shaped. The teeth were 
normal with full eruption for his age. The 
chest and abdomen were normal. The geni- 
tals were normal, and the testes were 
descended. 

Eye examination showed bilateral cata- 
racts, diminished red-green diserimina- 
tion, retinal pigmentation on the left, bilat- 
eral astigmatism, and visual acuity of 20/ 
100 on the right and 20/200 on the left. 

Neurologic examination indicated poor 
gross and fine motor coordination; deep- 
tendon reflexes were present and symmet- 
rical, and there were no Babinski’s reflexes 
and no elonus. His gait was normal but 
became clumsy with running. There was 
slight drooling and dysarthria; he showed a 
postsurgical left-sided ptosis. There were 
no signs of neuropathy or cerebellar defi- 
cit. 

Laboratory investigation showed the fol- 
lowing values: hematocrit, 41%; hemoglo- 
bin, 13.2 g/dL; RBCs, 5,450,000/cu mm; 
mean corpuscular volume, 75 cu um (nor- 
mal, 73 to 91 cu wm); mean corpuscular 
hemoglobin, 24.9 pg (normal, 26 to 34 pg); 
mean corpuscular hemoglobin concentra- 
tion, 33% (normal, 31% to 37%); platelets, 
218,000/cu mm; reticulocytes, 0.3%; and 
WBCs, 7,100/cu mm with 22 polymorpho- 
nuclear leukocytes, 41 lymphocytes, 14 
monocytes, 18 eosinophils, two basophils, 
and three band cells per cubic millimeter. 


Hemoglobin A, level was 4.7% (normal, 
<4%; consistent with 8-thalassemia trait); 
the fetal hemoglobin level was in the 
normal range. Hemoglobin electrophoresis 
showed an A-band pattern. Results of 
BUN, creatinine, serum electrolyte, serum 
copper, and qualitative plasma amino acid 
analyses were normal. The following urine 
study results were normal: urinalysis, 
ferric chloride, a-keto acid, cyanide-nitro- 
prusside test, silver-nitroprusside test, 
reducing glucose, mucopolysaccharide, al- 
kaptonuria screen, nitrosonaphthol test, 
and quantitative urine amino acid. Find- 
ings from liquid column urine chromatog- 
raphy were normal, with no excess cysteine 
or glutathione. A chest roentgenogram and 
a cardiogram were normal. 

CASE 2.—An adopted 5-year-old boy of 
white ancestry was first seen by one of us 
(R.B.O.) in the dermatology clinic of Let- 
terman Army Medical Center, San Fran- 
cisco, in August 1976. Notable features 
were his small stature, ichthyosis, and 
abnormal hair and nails. The initial diagno- 
sis considered was Clouston’s syndrome 
(hidrotic ectodermal dysplasia). 

Physical examination showed a small, 
thin child with a progeria-like appearance, 
closely set prominent eyes, beaked nose, 
receding chin, and protruding ears (Fig 3). 
His height and weight were below the third 
percentile. His voice was raspy. Large ich- 
thyotic scales covered his trunk and 
extremities but spared the flexural areas 
(Fig 4). The palms and soles were thick- 
ened and fissured. The scalp hair was dark 
brown, dull, sparse, and broken-to-short, 
uneven lengths. The eyebrows and eye- 
lashes were scanty. Gentle tugging on the 
distal hair ends easily detached short frag- 
ments. The fingernails and toenails were 
hypoplastic with longitudinal grooves (Fig 
5), and many had a spoon-shaped configu- 
ration. The teeth had many caries and a 
yellowish discoloration; several teeth had 
been extracted. The chest and abdomen 
were normal. The genitalia were normal, 
with bilaterally descended testes. 

Slit-lamp ophthalmoscopic examination 
showed many small punctate opacities 
throughout the lenses. 

Neurologic examination showed an in- 
tention tremor, mild left-sided hemipare- 
sis, and delayed neuromuscular develop- 
ment. Verbal and perceptual development 
was delayed by several months. Intelli- 
gence was in the borderline defective 
range. 

A skin biopsy specimen showed hyper- 
keratosis overlying a thin granular layer; 
the findings were consistent with the diag- 
nosis of lamellar ichthyosis. Sweat testing 
showed the presence of sweating, although 
sweating was delayed when compared with 
the sweating of two control subjects. 

Laboratory investigations showed nor- 
mal values for the following: complete 
blood cell count, 12-factor automated chem- 
ical analysis, protein electrophoresis, 
growth hormone, serum carotene, serum 
amino acid screen, IgG, IgM, and IgA. The 
serum IgE level was 290 mg/dL (normal, 0 
to 100 mg/dL). 

Also normal were the results of the 
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Fig 3.—Case 2. Top, Frontal vievv of patient vvith trichothiodystrophy. Note sparse broken 
eyebrovvs and scalp hair, ichthyosiform changes on forehead, protruding ears, and 
receding chin. Bottom, Lateral vievv. 
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following: urinalysis, urine amino acid 
screen, sweat chloride test, xylose absorp- 
tion test, 72-hour stool collection for fat, 
and CSF examination. Endocrinologic eval- 
uation results, including thyroid hormone, 
serum cortisol, and growth hormone 
studies, were normal. Chromosome studies 
showed a normal male, 46 XY karyotype. 
Roentgenograms of the chest, skull, and 
small bowel, as well as an encephalogram 
and cardiograms, were normal. 


STUDIES OF THE HAIR 
Microscopy 


Scalp hairs from patient 1 and 
patient 2 were examined with light, 
polarizing, and scanning electron mi- 
croscopy. 

In each case, on light microscopy 
examination, the hair had an irregu- 
lar, slightly undulating contour (Fig 
6). In many areas, the melanin pig- 
ment granules were distributed in a 
wavy pattern that reflected the vary- 
ing orientation of the internal fiber 
structure (Fig 6). The hair was usually 
notably flattened and occasionally 
folded over itself in a characteristic 
manner that confirmed its ribbon-like 
flattening (Fig 7). This folding over 
has been mistakenly called pili torti.” 
Two types of fracture occurred—tri- 
choschisis (Fig 6) and a type resem- 
bling trichorrhexis nodosa (this type 
differed from typical trichorrhexis 
nodosa in that release of individual 
cortical cells was not often prominent) 
(Fig 8). Both types occurred in 
patient 1 and patient 2. Occasional 
abrupt changes in hair-shaft diame- 
ter, unrelated to folding or twisting, 
were also noted. 

On polarizing microscopy examina- 
tion, the hairs, observed between 
crossed polarizers, showed alternating 
bright and dark regions that gave a 
banded appearance to the hair shaft 
when the hair axis was approximately 
aligned with one of the polarizer 
directions (Fig 9). The bright and dark 
regions were seen most clearly when 
the hairs were lying flat rather than 
when viewed on edge. Most hairs 
showed this periodicity, although it 
was not always as prominent as it was 
in Fig 9. As the microscope stage with 
the hair was turned a few degrees 
(312? to 5°) to either side of the vibra- 
tion direction of the polarizer, the 
dark regions (showing extinction) in 
the first position became bright, 
whereas those that were bright 
became dark (Fig 9). 

Many bright, transverse lines were 
seen between crossed polarizers when 
the hair was in or nearly in its extine- 
tion position (Fig 10). These cross 
striations were not seen in bright- 
field, dark-field, or phase-contrast 
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Fig 4.—Large ichthyotic scales on anterior part of trunk (case 2). 





Fig 5.—Hypoplastic fingernails vvith longitudinal grooves and distal lamellar splitting 
(case 2). 


microscopy. The bright lines were per- 
pendicular to the spindle cells. These 
lines could be seen in edge views, as 
well as side views, of the flattened 
hairs and in parts that lacked the 
prominent periodicity shown in Fig- 
ure 9. 

Scanning electron microscopy was 
done on a scanning electron micro- 
scope. The cuticle scales were substan- 
tially abraded in some areas (Fig 11). 
Ridging and fluting were present 
along the longitudinal hair axis in 
some portions of the hair shafts (Fig 
12). 


Chemical Tests 


Total sulfur content, using oxygen 
combustion, was measured. In patient 
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1, the total sulfur content was 2.28%, 
and in patient 2 it was 2.39%. The 
normal range of total hair sulfur for 
this age group is 4.55% to 5.15%. 

Hair samples from a normal child 
and from patients 1 and 2 were ana- 
lyzed for amino acids. Washed, deaer- 
ated samples were hydrolyzed in evac- 
uated tubes with constant boiling 
hydrochloric acid for 36 hours at 105 
°C. Acid was removed by repeated 
evaporation in vacuo over sodium 
hydroxide. Amino acids were deter- 
mined by ion-exchange chromatogra- 
phy on a single column with a 
commercial automated amino acid 
analyzer as described by Spackman 
and associates." 

Table 1 gives the results. The hair 





samples from patients 1 and 2 have 
much smaller cystine contents than 
normal hair, paralleling the total sul- 
fur content. They also have less pro- 
line, threonine, and serine, but more 
alanine, aspartic acid, isoleucine, leu- 
cine, and lysine than the normal sam- 
ple. These differences amount to 20% 
to 50% of the normal values. Thus, 
even if the SD of the analyses is 
assumed to be as high as 10% of the 
value in normal hair, these differences 
seem highly significant. 

Two-dimensional electrophoresis on 
the high-sulfur and low-sulfur protein 
fractions of scalp hair from patient 1 
was performed. The hair protein was 
reduced, alkylated to S-carboxymethyl 
derivatives, and divided into high- 
sulfur and low-sulfur fractions as 
described by Marshall and Gillespie.’ 
These fractions were analyzed sepa- 
rately by two-dimensional electropho- 
resis by a procedure similar to the one 
used by O'Farrell’ (Fig 13 and 14). 
Comparison of the low-sulfur proteins 
from normal and from sulfur-defi- 
cient hair shows both have the same 
number of low-sulfur components 
with approximately identical isoelec- 
tric points and molecular weights (Fig 
13). A small difference may exist in 
the relative proportion of low-sulfur 
components. On the other hand, very 
large changes appear in the high- 
sulfur proteins in sulfur-deficient hair 
compared with normal hair (Fig 14). 
The abnormal hair lacks the wedge of 
unresolved, highly sulfur-rich, high- 
molecular-weight proteins, but has 
large amounts of İovv-molecular- 
weight proteins. Careful comparison 
of the electrophoretic patterns shows 
several unusual protein components in 
the abnormal hair that do not appear 
normally. 

Hair from patient 1 was analyzed 
for multielement content using in- 
strumental neutron activation analy- 
sis (Table 3). The control sample was 
brunet hair from a boy of the same 
age who also lives in the San Francisco 
area. Copper and sulfur contents were 
notably decreased, and calcium and 
magnesium levels were notably in- 
creased, in the abnormal sample. 


STUDIES OF THE NAILS 
Amino Acid Analysis 


An amino acid analysis of finger- 
nail clippings from patient 1 was per- 
formed. Data (Table 2) show that the 
abnormal fingernail is greatly differ- 
ent in composition from the normal 
nail. The abnormal nail shows much 
less cystine and proline, but much 
larger contents of glycine, leucine, 
lysine, methionine, and phenylala- 
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nine. These differences amount to 30% 
or more of the amounts found in 
normal nails; they therefore seem to 
be highly significant. Smaller, but 
substantial decreases in threonine and 
serine and increases in alanine, aspar- 
tic acid, histidine, and isoleucine were 
found. The changes in these amino 
acids in the abnormal nail parallel the 
changes in the abnormal hair. Only 
arginine, glutamic acid, glycine, tyro- 
sine, and valine do not show consistent 
changes in the abnormal hair and 
nail. 


COMMENT 


Our two patients had a neuroecto- 
dermal symptom complex in which 
sulfur-deficient brittle hair is an 
important clinical marker and also 
gives clues to possible pathogenic 
mechanisms. The microscopic and bio- 
chemical changes in the abnormal hair 
perhaps reflect similar or unrelated 
changes in other neuroectodermal tis- 
sues. Human hair and nails contain 
two types of protein: filamentous pro- 
teins with a low cystine content (low- 
sulfur proteins) and a nonfilamentous 
matrix of cystine-rich proteins (high- 
sulfur proteins), in which the fila- 
ments are embedded. The sulfur-rich 
matrix contains the disulfide cross- 
links that stabilize the two structural 
components. One way of determining 
protein composition of hair is to per- 
form an amino acid analysis and to 
calculate the proportions of the con- 
stituent proteins from their known 
compositions." The low-sulfur pro- 
teins contain more lysine, aspartic 
acid, glutamic acid, leucine, alanine, 
and phenylalanine, and the high-sul- 
fur proteins contain more cystine, 
proline, threonine, and serine. In our 
two patients, the results of amino acid 
analysis collectively are consistent 
with the abnormal hair being grossly 
deficient in high-sulfur proteins and 
having a relatively high proportion of 
low-sulfur proteins (Table 1). Calcula- 
tions by Gillespie and Marshall" (who 
examined hair samples from patient 
1) suggest that the high-sulfur protein 
content has been decreased from 40% 
to 50% in normal hair to less than 10% 
in the abnormal hair. 

Another way of studying protein 
composition of hair consists in solubi- 
lizing the hair, then isolating, quanti- 
tating, and characterizing the constit- 
uent proteins."””” Although samples of 
hair are not readily soluble, hair from 
patient 1 was found to be unusually 
soluble by Gillespie and Marshall" and 
yielded only about 10% of high-sulfur 
proteins. This was in agreement with 
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Fig 6.—Irregular, slightly undulating contour of hair shaft and trichoschisis (clean 
cleavage fracture). Wavy distribution pattern of melanin granules in hair cortex reflects 
varying orientation of internal fiber structure in trichothiodystrophy. 


Fig 7.—Hair is usually notably flattened and may fold over itself as shown. Folding over 
occurs as hair is mounted on microscope slide and is not present in unmounted hair. 
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Fig 8.—Fractures resembling trichorrhexis 
nodosa are seen in trichothiodystrophy 
but differ from typical trichorrhexis nodosa 
in that release of individual cortical cells is 
often not prominent. 


the amount calculated from the amino 
acid composition. Two-dimensional 
electrophoresis on the two protein 
fractions of the abnormal hair con- 
firmed the notable deficiency of high- 
sulfur proteins, particularly the high- 
ly sulfur-rich, high-molecular-weight 
proteins (Fig 14); the low-sulfur pro- 
teins from the abnormal hair were 
remarkably similar to those of normal 
hair (Fig 13). Gillespie and Marshall" 
also compared amino acid analyses of 
the two protein fractions from the 
hair of patient 1 and normal hair. The 
high-sulfur protein fraction from the 
abnormal hair was low in cystine (de- 
termined as sulfur-carboxymethyl- 
cysteine), whereas the low-sulfur pro- 
tein fractions from the abnormal and 
normal hair were remarkably similar 
in amino acid compositions. From all 
these observations it can be concluded 
that the hair abnormality in tricho- 
thiodystrophy is caused by an overall 
decreased synthesis of high-sulfur 
matrix proteins and a proportional 
decrease in those components richer in 
sulfur. Similar findings have been 
reported by Pollitt and Stonier* and 
by Baden and co-workers.’ 

The striking bright and dark 
regions seen with polarizing micros- 
copy (Fig 9) may result from this 
deficiency of sulfur-rich matrix pro- 
teins. With the notable decrease in 
matrix proteins, the disulfide cross- 
links are greatly reduced; consequent- 
ly, the stability of the microfibrils is 
diminished. Thus, when keratinization 
occurs in the hair follicle, the cross- 
link-deficient fiber is weaker and 
more easily deformed.’ One may spec- 
ulate that the abnormally flabby hair 





Fig 9.—Two microscopic views of hair from patient 1 between crossed polarizers. 9 ə A H 
Turning microscope stage about 10° (5° on each side of position of maximum extinction) cortex buckles in a zigzag and irregu 


causes dark patches in one view to become bright and bright patches to become dark lar manner within the firm tubular 
(arrows). constraints of the internal root sheath 


as the cortex is pushed further up the 
follicle by the advancing cell mass 
from below.: (The internal root sheath 
contains little or no cystine and hence 
is probably little affected by the dras- 
tic changes in cortical proteins.) Such 
a zigzag orientation of the cortical 
cells would account for the periodic 


Fig 10.—Hair seen between crossed polar- 
izers with hair axis parallel to vibration 
direction of polarizer (maximum extinction 
or 0°). Transverse lines are characteristic 
of this sulfur-deficient hair in this posi- 
tion. 
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change of direetion of the microfibrils 
that causes the bright and dark 
regions seen vvith polarizing micros- 
copy (Fig 9). 

VVe emphasize that all regions of 
these hairs are birefringent, any part 
of a hair can be turned to a position 
where it shows extinction and other 
positions where it does not. (Areas 
where cortical fibers overlap at angles 
approaching 45° may not extinguish.) 
Nonbirefringent materials show ex- 
tinction in all positions. It is thus 
incorrect to describe these hairs as 
having alternating regions with and 
without birefringence. 

The structural cause of the trans- 
verse bright lines (Fig 10) is not 
known. They are not caused by pig- 
ment or air-filled cracks. The crystal- 
linity of the keratin may be better 
along these lines of greater bright- 
ness, resulting in higher birefringence 
of a layer seen “edge-on” rather than 
of adjacent layers less well crystal- 
lized or in the wrong orientation. 
These bright lines differ from trans- 
verse striations observed in extended 
wool fibers, since those strain mark- 
ings could be seen without polarized 
light." 

Pollitt and Stonier" suggested that 
the hair abnormality may be caused 
by some impairment of normal sulfur 
incorporation or enrichment in the 
keratinization zone. In wool, the sul- 
fur content increases as the hair 
ascends the follicle." Downes" has 
shown by autoradiography that eys- 
tine normally enters wool from the 
sides of the follicle. One may speculate 
that in trichothiodystrophy there may 
be a cystine transport or utilization 
defect in hair and other keratinized 
tissues. Other possible mechanisms 
exist, of course, for interference with 
normal hair growth. Amino acid anal- 
yses of urine and plasma do not sug- 
gest a generalized defect in cystine 
transport or utilization. 

The fingernails of both patients 
were weak and dystrophic; several had 
a spoon-shaped configuration (koilo- 
nychia). Amino acid analysis of the 
abnormal nails showed a gross defi- 
ciency in cystine. Other amino acid 
components showed changes resem- 
bling those found in the abnormal 
hair. Similar changes in nail composi- 
tion were present in the patients of 
Pollitt and Stonier." The nails of 
affected Amish kindred, at first 
thought to be normal,’ were also later 
found to have low cystine values.’ 

Both of our patients had ichthyosis, 
a feature present in only a few of the 
other patients described to date. Tay" 
observed three siblings with nonbul- 
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Fig 11.—Scanning electron micrograph shows trichoschisis and notably abraded cuticle 


scales. 


Fig 12.—Scanning electron micrograph shows notable ridging 
and fluting along longitudinal hair axis. Note cuticle damage 
also. 





lous congenital ichthyosiform eryth- 
roderma who probably had trichothio- 
dystrophy, although hair sulfur con- 
tent was not measured. Age of onset, 
histology, and clinical appearance in 
our two patients and in those of Tay 


suggest that all had lamellar ichthyo- 
sis. Another patient with lamellar ich- 
thyosis, dwarfism, mental retarda- 
tion, and sulfur-deficient brittle hair 
has recently been described.'* Epider- 
mal proteins of our patients have not 
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Table 1.—Amino Acid Analysis of Hair* 








Hair From Hair From 

Amino Acid Normal Hair Patient 1 Patient 2 
Alanine 5.1 7.0 7.6 
Arginine 7A 6.6 7.2 
Aspartic acid 6.2 8.7 8.9 
% Cystine 11.6 6.0 4.8 
Glutamic acid 12.0 14.7 13.4 
Glycine 6.7 6.3 6.8 
Histidine 1.0 1.1 1:2 
Isoleucine 2.7 3.7 3.5 
Leucine 6.5 9.6 9.5 
Lysine 2.7 4.2 47 
Methionine 0.6 0.9 1.1 
Phenylalanine 0.8 2.0 0.9 
Proline 8.1 5.4 5.3 
Serine 12.2 9.3 9.9 
Threonine 8.3 5.4 6.2 
Tyrosine 1.5 2.3 1.4 
Valine 6.8 7.6 








*Expressed as residues percent. 


Normal 


Decreasing Molecular Weight 


pH 4.6 4.9 5.2 4.6 
Isoelectric Point 


Fig 13.—Gel electrophoresis patterns of low-sulfur proteins from normal hair and hair 


from patient 1. Patterns are similar. 


Normal 


Abnormal 


Decreasing Molecular Weight 





ast 22 eee 
Increasing Charge at pH 2.6 
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Abnormal 





Table 2.—Amino Acid Analysis of Fingernails* 


Normal 
Fingernail 


Fingernail 


Amino Acid From Patient 1 


Alanine 5.2 7.1 
Arginine 7.0 5.6 
Aspartic acid 7.0 8.7 
1.7 

0 


Yz Cystine 11.4 


Glutamic acid 13.5 13.1 
Giycine Y 10.5 
Isoleucine 3.3 3.7 
Lysine 3.1 4.7 
Phenylalanine 2.2 6.3 


Valine 5.6 5.2 


*Expressed as residues percent. 





Table 3.—Multielement Analysis 
of Hair Using Instrumental 
Neutron Activation Analysis* 







Normal Hair From 







Element Hair Patient 1 
Silver 1.2 0.3 
Arsenic 0.62 0.65 
















Barium 9.4 4.9 


Calcium 190 510 
Chromium 0.40 0.75 











5:2 







lodine 0.26 0.28 
Potassium 3,460 2,620 
Lanthanum 0.073 0.078 







Sulfur 3.46 1.29 


Scandium 0.023 0.0098 


*All concentrations are reported in parts per 
million except those of chlorine, sodium, and 
sulfur, which are percentages. 








Fig 14.—Gel electrophoresis patterns of 
high-sulfur proteins from normal hair and 
hair from patient 1. Abnormal hair lacks 
distinctive wedge of proteins with highest 
sulfur content and highest molecular 
weight. Many other spots differ in position 
and intensity, showing differences in com- 
position and amounts of proteins. 
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been examined, but vve can speculate 
that a eystine deficieney and amino 
acid disturbance similar to that in the 
hair and nails might account for the 
skin changes as vvell, The stratum 
corneum also contains sulfur, although 
less than that found in hair and 
nails. 

All of the patients described to date 
have been mentally retarded to vary- 
ing degrees except for one girl, who 
showed only the hair abnormalities.’ 
Most of the patients have shown 
developmental delay and notably 
short stature with the exception of a 
group of patients from northern Mex- 
ico? (W. R. Collie, MD, unpublished 
data, October 1978), who had normal 
stature but otherwise had most of the 
features of the symptom complex. 
Patients with the Marinesco-Sjégren 
syndrome have also recently been 
found to have cystine-deficient hair 
that shows notable banding with 
polarizing microscopy.’ These patients 
have severe CNS involvement with 
mental and growth retardation, cere- 
bellar ataxia, and congenital cata- 
racts.'® Persons with trichothiodystro- 
phy thus form a spectrum ranging 
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from those with only the hair abnor- 
malities to those with mental and 
physical retardation of varying de- 
grees. The Marinesco-Sjégren syn- 
drome may represent the severely 
affected end of this spectrum. 

The cause of the CNS involvement 
in patients with trichothiodystrophy 
is unknown. A number of metabolic 
defects of sulfur-containing amino 
acids result in mental retardation, 
neurologic abnormalities, and ocular 
lesions (homocystinuria and sulfite 
oxidase deficieney ).”” The sulfur-rich 
hair matrix consists of a number of 
amino acids, all of which were dis- 
turbed in our patients, so that a simple 
interpretation of the biochemical de- 
fect is not possible at this time. Nev- 
ertheless, future studies of cystine 
content in neurologic and other tis- 
sues would be of great interest. 

Decreased fertility present in the 
Amish kindred** and in the individu- 
als from northern Mexico may be 
related to cystine deficiency, since 
normal sperm maturation involves the 
incorporation of disulfide bonds into 
the nucleus and tail structures of the 
sperm.?":22 
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Premature Cataracts in a Family 
VVith Hidrotic Eetodermal Dysplasia 


Paul G. Hazen, MD; Isaac Zamora, MD, William E. Bruner, MD, W. Angus Muir, MD, PhD 


e In a family with hidrotic ectodermal 
dysplasia affecting five members in three 
generations, bilateral premature cataracts 
have developed in four of the five affected 
individuals. To our knowledge, this repre- 
sents the first report of a family in which 
bilateral premature cataracts appear to be 
inherited with hidrotic ectodermal dyspla- 
sia. 

(Arch Dermatol 116:1385-1387, 1980 


he ectodermal dysplasias consti- 

tute a large heterogeneous group 
of disorders that may include as many 
as 52 distinct syndromes.’ However, 
ectodermal dysplasia is generally di- 
vided into two major categories, the 
hidrotic and the anhidrotic forms. 
Both usually demonstrate alopecia 
and dental anomalies. In addition, 
hidrotie ectodermal dysplasia is char- 
acterized by nail dystrophy, autosomal 
dominant inheritance, and palmoplan- 
tar hyperkeratosis. Less frequently, 
mental deficiency, hyperpigmenta- 
tion, polydactyly, syndactyly, or hear- 
ing loss may be present. Anhidrotic 
ectodermal dysplasia is characterized 
by marked hypohidrosis, X-linked 
recessive inheritance, a typical facies, 
and subnormal mentation. Ocular 
findings are uncommon in either form 
and, if present, appear to be distrib- 
uted in a sporadic fashion within the 
families. 

Our patients share a number of 
features with previously described 
kindreds with hidrotic ectodermal 
dysplasia in that family members 
have alopecia, dental abnormalities, 
palmoplantar hyperkeratosis, nail 
dystrophy, and borderline mental de- 
ficiency. We also wish to report an 
additional feature unique to this 
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kindred, that of bilateral premature 
cataracts in affected individuals. 


REPORT OF CASES 


Nine members of the family were admit- 
ted to the Clinical Research Center at 
University Hospitals of Cleveland for eval- 
uation. The family pedigree is shown in 
Fig 1. The clinical features of the five 
affected family members are shown in 
Table 1. The unaffected members, patients 
III-3 through III-7, ranged in age from 3 to 
9 years and had no manifestations of the 
syndrome, either by history or physical 
examination. 

CASE 1.—Patient II-3 (proband, Fig 2). 
The patient was a 29-year-old white man 
who had been “bald since birth.” At age 6 
years, he had complained of visual difficul- 
ties and obtained glasses, although a thor- 
ough examination was not performed. In 
1977, he was found to have bilateral cortical 
and posterior subcapsular cataracts, which 
were thought to be congenital. These were 
extracted at that time. In addition, he 
complained of dental caries, splitting of his 
nails, and a recurrent facial and groin rash 
that had been present since his youth. On 
one oceasion, Candida albicans was cul- 
tured from the groin lesions; however, the 
eruption had been unresponsive to various 
topical antifungal agents and steroid 
creams. He denied heat intolerance and 
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stated that he sweated normally. There 
was no history of atopy in this patient or in 
the other family members. 

Physical examination showed a man of 
low-normal intelligence, with almost total 
alopecia of the scalp, eyebrows, extremi- 
ties, trunk, and axillary and pubic areas. 
Longitudinal splitting, yellowing, and 
transverse ridges of the fingernails and 
toenails were noted. Hyperkeratosis of the 
palms and soles and multiple dental caries 
were seen. Moderately severe erythema 
with some scaling was present over the 
trunk and proximal extremities. Pustules, 
erythema, and lichenification were present 
in the suprapubic area, extending to the 
penis and scrotum. Similar erythema with 
sealing and fissures was present at the 
angles of the mouth. 

Case 2.—Patient II-2. The proband’s twin 
brother also had been bald since birth, with 
little body hair growth since then. Bilateral 
anterior and posterior cortical cataracts 
had been noted at age 10 years and were 
extracted at age 25 years. Multiple dental 
caries were found during childhood, and 
total dental extraction was carried out at 
age 26 years. A brightly erythematous 
eruption had been present in the groin 
when the patient was an infant, but had 
resolved spontaneously after one year. 

Physical examination showed a man of 
low-normal intelligence, with almost total 
alopecia of scalp and body hair. The toe- 
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Fig 1.—Pedigree of family with hidrotic ectodermal dysplasia and premature cataracts. 
Numbers under individuals represent HLA-A and HLA-B locus haplotypes. Black areas 
represent hidrotic ectodermal dysplasia; slashed areas, premature cataracts; and arrow, 


proband. Subject l-1 is deceased. 
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nails showed yellowing and longitudinal ae 
striations. The patient was edentulous, and Table 1.—Clinical Features 


erythema and fissuring vvere present at 


Carious Angular Palmar Groin Nail 














the angles of the mouth. The palms and 
soles shovved only minimal hyperkerato- 
SİS. 

CASE 3.—Patient III-1 (Fig 3). The 3- 
year-old daughter of patient 11-2 was born 
with sparse scalp hair, and hair had since 
failed to grow. An eruption appeared at the 
corners of her mouth at the age of 1 year 
and persisted. Her growth and develop- 
ment had otherwise been normal. 

Physical examination showed very 
sparse scalp hair, absence of facial and 
body hair, angular cheilitis, and prominent 
filiform and acuminate, coarse, follicular 
papules on the trunk and arms. The nails, 
palms, and soles were normal. 

CASE 4.—Patient III-2. The 4-year-old 
daughter of patient II-2 also had had 
sparse hair since birth. She had a persist- 
ent eruption in the groin that was unre- 
sponsive to oral and topical administration 
of anticandidal medication. 

Physical examination disclosed alopecia, 
angular cheilitis, and scaling and erythema 
in the groin. The palms, soles, and nails 
were normal. 

CASE 5.—Patient I-1. The proband’s fa- 
ther had been bald for many years, 
although it was unclear whether he had 
been bald since birth. Eye problems had 
been noted at about the time of puberty, 
and he had had bilateral cataract extrac- 
tions at the age of 19 years. He was also 
noted to have carious teeth, an eruption at 
the angles of the mouth, palmar hyperker- 
atosis, and glaucoma. Carcinoma, probably 
of the lung, developed, and he died in 
January 1978, at the age of 58 years. 


EVALUATION 


The following laboratory tests were per- 
formed on all nine family members: com- 
plete blood cell (CBC) count, urinalysis, 
routine serum chemistry studies, serum 
protein electrophoresis, and determination 
of ESR, serum electrolyte levels, and zine 
levels. Vitamin A and serum carotene lev- 
els were determined in affected family 
members. Immunologic evaluation con- 
sisted of quantitative immunoglobulin de- 
terminations and skin testing using C albi- 
cans, mumps, PPD, and streptokinase- 
streptodornase antigens. Lymphocyte 
stimulation studies using phytohemagglu- 
tinin, concanavalin A, pokeweed mitogens, 
and C albicans were performed on the four 
affected members and on a control patient. 
All patients had a complete ophthalmologic 
evaluation, including slit-lamp examina- 
tion. HLA typing was done for the HLA-A 
and HLA-B loci, using the microlymphocy- 
totoxicity technique on all family mem- 
bers.’ Potassium hydroxide preparations 
from the mouth and groin, fungal cultures, 
and microscopic examination of scalp hairs 
were performed on the affected family 
members. In addition, skin biopsy speci- 
mens for hematoxylin-eosin and PAS 
stains were taken from the groins of 
patients II-3 and III-2, and a biopsy speci- 
men of a follicular papule was taken from 
the arm of patient III-1. Sweat testing was 
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Patient Alopecia Cataracts Teeth 


Cheilitis Hyperkeratosis Eruption Dystrophy 





Fig 2.—Proband (Il-3), with sparsity of 
scalp and eyebrow hair and erythematous, 
fissuring eruption at angles of mouth. 





a “r f 
Fig 3.—Daughter (Ill-1) of proband’s twin 


brother, with lack of scalp hair and promi- 
nent eruption at angles of mouth. 


Lymphocyte Stimulation 


Phytohem- 
agglutinin 


Patient 


Normal 
Ill-2 Normal 
Ill-3 Normal 


done on all affected family members using 
Minor’s starch-iodine technique.’ Informed 
consent was obtained from all patients. 


STUDY RESULTS 


The CBC count, ESR, urinalysis 
results, electrolyte levels, serum chem- 
istry study findings, serum protein 
electrophoresis results, and zine, vita- 
min A, carotene, and quantitative 
immunoglobulin levels were all within 
normal limits. The results of the 
lymphocyte stimulation studies are 
shown in Table 2. Six of the nine cases, 
including two affected members, had 
positive skin tests to at least one 
antigen. The eye examination results 


Concanavalin 





Pokeweed 
Mitogen 


Normal 
Normal 
Normal 
Normal 
Normal 


Weak response 
Vigorous response 
Responded 


were notable in that clinically inap- 
parent bilateral cataracts were found 
in patient III-2 (Table 3). HLA typing 
disclosed that patients II-2 and II-3 
were not identical twins and that no 
specific HLA haplotype was asso- 
ciated with features of the syndrome 
in this particular family (Fig 1). The 
potassium hydroxide examinations 
were all negative, and fungal culture 
was positive for C albicans only from 
the perioral eruption of patient III-2. 
Light microscopic examination of the 
hairs from affected members failed to 
show any structural hair shaft abnor- 
malities. Skin biopsy specimens were 
consistent with an eczematous derma- 
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Table 3.—Ophthalmologic Findings 


Patient Findings 


Bilateral surgical aphakia (had anterior and posterior cortical cat- 
aracts); slight superficial corneal opacity OD 


Bilateral surgical aphakia (had cortical and posterior subcapsular 


cataracts); mild blepharitis OU; small Descemet’s membrane 
detachment OD (surgical); subepithelial opacity OS (may be 
within 2° of old trauma) 


Ill-1 Mild blepharitis; unable to perform slit-lamp examination 


Mild blepharitis; nuclear and cortical fleck-like opacities in both 
lenses, with some diffuse haziness of lenses 


III-3 to Il-7 Normal 


titis, with negative PAS stains in 
patients 11-3 and III-2; the specimen 
from patient III-1 was nondiagnostic. 
Eccrine sweat glands were present in 
the sections studied. No sebaceous 
glands were observed. 

Sweat testing demonstrated a nor- 
mal distribution and concentration of 
eccrine sweat glands in all patients. 


COMMENT 


Hidrotic ectodermal dysplasia is a 
hereditary disorder affecting struc- 
tures embryologically derived from 
ectoderm, such as hair, skin, nails, 
teeth, sweat glands, skeletal tissue, 
CNS, and the ear. Sporadic reports 
attest to its rarity prior to 1929, when 
Clouston‘ described a kindred of 119 
individuals in the French-Canadian 
area of Canada. Although the series of 
patients in the Quebec area remains 
one of the largest and best-studied 
kindreds, other families have also 
been reported and have served to 
expand our knowledge of the features 
found in this syndrome. In particular, 
a black mother and daughter’ and a 
large Chinese pedigree" have both 
been reported recently. 

A reported defect in the structural 
proteins of hair in patients with 
hidrotic ectodermal dysplasia would 
suggest that similar defects might be 
found in other ectodermally derived 
tissues, such as the eye.’ Eye involve- 
ment, however, is distinctly uncom- 
mon.”” 

Clouston" vvas the first to report 
ocular abnormalities in the syndrome, 
when he noted that four of 80 patients 
examined had strabismus. In addition, 
three of 64 affected members of 
another kindred were reported to have 
internal strabismus."” Other com- 
plaints, such as conjunctivitis and 
pterygium, are not rare and are 
thought to be due to mechanical 
causes, such as absence of the 
lashes." 

The occurrence of lenticular disease 
was also first noted by Clouston. In 
1939, he described a single patient 
with bilateral congenital cataracts.” 
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Since then, other kindreds have also 
included sporadic cases with lenticular 
problems. Altmeyer and Sehindera"” 
reported that two of their seven 
patients had ocular abnormalities, one 
of whom had point-like lenticular 
clouding. Marshall’* reported a 
kindred of seven patients in three 
generations, with congenital and juve- 
nile cataracts, fluid vitreous, and 
ectodermal dysplasia. Although his 
patients appeared to inherit their dis- 
ease in an autosomal dominant 
fashion, with males and females 
affected, the patients had facies more 
typical of the anhidrotic form of 
ectodermal dysplasia (X-linked reces- 
sive). The distinction between the 
hidrotie and anhidrotic forms of 
ectodermal dysplasia is further con- 
fused by a report of patients with the 
anhidrotic form of ectodermal dyspla- 
sia who may not be totally anhidrotic. 
However, in this group, lenticular 
abnormalities have not been noted." 

Kline et al” reported the association 
of autosomal dominant, sex-affected 
ectodermal dysplasia and corneal dys- 
plasia. However, the defects appeared 
to be inherited as two separate muta- 
tions, since, of the 56 family members 
studied, ten had ectodermal dysplasia 
alone, four had corneal dysplasia 
alone, and nine had evidence of both 
processes. A single patient with 
hidrotic ectodermal dysplasia and dif- 
fuse eccrine poromatosis has recently 
been described to have bilateral cor- 
neal opacities as vvell." This patient, 
however, was 44 years old at the time 
of evaluation. 

Premature cataracts can be seen in 
two other diseases in which there are 
hair and skin abnormalities; these are 
Rothmund-Thomson syndrome and 
Werner’s syndrome. However, fea- 
tures found in Rothmund-Thomson 
syndrome, such as cutaneous hyper- 
pigmentation or atrophy, endocrine 
disturbances, or sexual hypoplasia, or 
features of Werner’s syndrome, such 
as premature atherosclerosis, dia- 
betes, or sclerodermoid changes, were 
not found in our patients. 





The cause of the dermatoses in our 
patients remains unclear. Although 
Candida infection was suspected on 
clinical grounds, culture has demon- 
strated the organism on only two occa- 
sions, despite numerous attempts at 
culture in all affected patients. Immu- 
nologic evaluation failed to demon- 
strate any generalized deficiency in 
either cellular or humoral immunity. 
Possibly the perioral and groin erup- 
tion may represent another unique 
manifestation of the syndrome in this 
kindred. 

To our knowledge, this family rep- 
resents the first report of a kindred in 
which bilateral premature cataracts 
were inherited as an autosomal domi- 
nant trait as part of the phenotypic 
manifestations of hidrotic ectodermal 
dysplasia. 


David Bickers, MD, provided a critical review 
of the manuscript, and Laraine Croson typed the 
manuscript. 
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Acral Lobular Neuromyxoma 
COLIN A. HOLDEN, BSc, MB, MRCP; E. WILson-Jones, MD, FRCP, 
MRCPATH, DONALD M. MACDONALD, MA, MB, MRCP 


In recent years, several authors have deseribed a benign solita- 
ry, usually acral, nodular lesion of highly distinctive histopatholog- 
İc appearance. Its precise histogenesis remains uncertain, but 
most studies have concluded that the lesion is a variant of 
neurofibroma, and the entity has been variously termed “nerve 
sheath myxoma,” “Pacinian neurofibroma,” “myxoid neurofibro- 
ma,” “neurotheceoma,” and “bizarre cutaneous neurofibroma.” 

Five of the lesions were excised from the hand, the sixth was 
excised from the neck. Most of the lesions were of long duration 
and all seemed clinically benign. Tissue from six such tumors were 
stained with hematoxylin-eosin, PAS reagent, Alcian blue, van 
Gieson’s, and Holmes nerve stain. H istologic examination showed 
a dermal nodule extending to the middle dermis and composed of 
large irregular lobules separated by collagen bands. Each lobule 
comprised one or several ovoid subunits separated by narrower 
strands of more cellular connective tissue. The subunits contained 
loose interwoven sheets or whorls of stellate or bipolar cells, in 
places showing a tendency to “onion-ring” architecture reminis- 
cent of Pacinian corpuscles. One lesion, which had been present 
only one year, showed more solid clumps of cells with an epithelioid 
appearance. 

No areas strongly resembling a common solid neurofibroma 
were seen. The presence of abundant acid mucopolysaccharide was 
confirmed by staining with Alcian blue. No axons were demon- 
strated by the Holmes stain. 

The clinical and histopathologic features of this tumor are 
uniform and characteristic and merit recognition of the lesion as 
an individual entity albeit with a probable relationship to neurofi- 
broma. 


The Vasculitis of Pyoderma Gangrenosum: 
A Dermatopathologic and Immunopathologic Study 
ARNOLD L. SCHROETER, MD, W. P. D. Su, MD 


The clinical lesions of pyoderma gangrenosum are characteristi- 
cally necrotic pustules rapidly evolving to sterile necrotic ulcers 
with advancing erythematous borders. The pathogenesis has been 
thought to be a Shwartzman phenomenon or paralysis of the 
reticuloendothelial system. The dermatopathologic findings have 
not been specific. Abscess formation and granulation tissue 
usually have been described. Since 1971, we have studied 30 cases 
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of pyoderma gangrenosum dermatopathologically and 37 cases 
immunopathologically. 

A retrospective dermatopathologic analysis of 30 biopsy speci- 
mens of erythematous borders of lesions demonstrated a charac- 
teristic pathologic evolution. The early lesions show mild to 
moderate perivascular lymphocytic infiltrate associated with 
endothelial swelling and necrosis without evidence of abscess 
formation. Fibrinoid necrosis of vessels was seen in conjunction 
with mild dermal hemorrhage. No evidence of leukoeytoclastic 
vasculitis could be found. Vessel infarction and thrombosis were 
frequently seen with epithelial necrosis and ulceration. In the late 
stages, infarction and abscess were nonspecific findings. 

Direct immunofluorescence was found in 17 (46%) of 37 cases 
studied. Immunoreactant deposits (IgM, C3, and fibrin) were 
found in papillary and reticular dermal blood vessels. The immu- 
noglobulins IgG and IgA were not found. 

Pyoderma gangrenosum seems to be a clinical presentation of 
an underlying vasculitis. If a biopsy is done at the advancing 
active erythematous border, early characteristic dermatopatho- 
logic findings of perivascular toxic lymphocytic infiltrate with 
endothelial necrosis, fibrinoid necrosis, and infarction may be 
seen. The presence of blood vessel-immune deposits suggests an 
immunopathogenesis caused by immune complexes or a lymphocy- 
totoxic reaction. 


Zoon”s Balanitis (Balanitis Circumscripta Plasmocellulare) 
DONALD M. MACDONALD, MA, MB, MRCP, 
ELIZABETH VVONG, MRCP 


The histopathologic features of 19 cases of Zoon’s balanitis anda 
comparable lesion of the vulva have been studied. 

The condition is distinguished by characteristic histologic fea- 
tures. In most cases, the epidermis is atrophic with effacement of 
the rete ridge pattern; areas of ulceration are common. The 
epidermal architecture is particularly striking, composed of flat- 
tened, diamond-shaped keratinocytes (lozenge keratinocytes), uni- 
formly separated from each other throughout the epidermis by 
intercellular edema without vesiculation (watery spongiosis). In 
certain areas, erythrocytes and polymorphonuclear leukocytes 
permeate the epidermis. 

In the upper dermis, a band-like infiltrate of inflammatory cells 
is present. Plasma cells usually preponderate. In our series, the 
proportion varied from 20% to 80%. Lymphocytes are always 
present, sometimes forming focal aggregates in the infiltrate. 
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i — Histiocytes, polymorphonuclear leukocytes, eosinophils, and fre- 


quent mast cells are also readily identified. Vascular proliferation, 
is prominent and shows a distinctive vertical orientation of 
individual vessels. Extravasation of RBCs may be extensive, and 
deposition of hemosiderin is usually obvious, although occasionally 
absent. 

The changes in the epidermis and the dermal vasculature are 
particularly characteristic of Zoon’s balanitis and should allow 
easy histologic differentiation from other erythematous penile 
lesions in which plasma cells are likely to be prominent in the 
dermal infiltrate. 


Immunologic Staining for Human Papillomavirus 

in Cutaneous Dysplasia 

Evan R. FARMER, MD; LUNDY BRAUN (by invitation); 
KEERTI V. SHAH, MD (by invitation) 


Human papillomavirus (HPV) infection has been associated 
with the development of malignant cutaneous tumors in patients 
with epidermodysplasia verruciformis. To further test the hypoth- 
esis that HPV is associated with cutaneous dysplasia, we studied 
paraffin sections from 17 cases of bowenoid papulosis (BP), seven 
cases of -epithelioma cuniculatum, eight cases of Bowen’s disease 
(BD), and two cases of erythroplasia of Queyrat for the presence of 
HPV-capsid antigen with the peroxidase-antiperoxidase test 
using a broadly cross-reactive antiserum. The antiserum had been 
prepared by immunization of a rabbit with disrupted capsids of 
HPV purified from a pool of plantar warts. Positive staining (a 
brown granular reaction in the nuclei of keratinocytes) was seen 
most consistently in the more superficial cells. One case of BP with 
mild dysplasia gave a strongly positive reaction. Once case of BD 
from the subungual region gave an equivocal reaction with the 
presence of positive staining for HPV-capsid antigen found only 
in the stratum corneum. No antigen could be detected in all of the 
other cases studied. The demonstration of HPV antigen in at least 
one of our cases suggests an association of viral infection with the 
development of dysplasia. The absence of viral structural antigen 
in the remaining cases of cutaneous dysplasia does not preclude 
the possibility that papillomaviruses play a role in pathogenesis of 
these lesions. It is known that, although cells transformed by 
papillomaviruses do not produce viral particles, they retain the 
viral genome. 


Ultrastructural Studies on Penicillamine-Induced Skin Lesions 
KEN HASHIMOTO, MD; BERNARD McEvoy, MD; 
RICHARD BELCHER, MD 


The penicillamine-induced skin lesions (two hemorrhagic and 
one resembling elastosis perforans serpiginosa [EPS]) of three 
patients were examined with the electron microscope. In the 
hemorrhagic lesions, elastie fibers were diminished. In the EPS- 
like lesion, elastic fibers were remarkably increased in the papil- 
lary and reticular dermis. These appeared “bramble bush-like” 
with elastic fiber stains. Ultrastructurally, the bramble bush-like 
fibers consisted of near-normal cores and abnormal coats that 
were medium electron dense and lacked the alternating patterns 
of the dense and light layers of the normal dermal elastic fibers. 
The “thorns” were formed as regular swellings of this coating 
material at regular intervals and at right angles to the long axes of 
these fibers. In some fibers, the coating material did not encircle 
the entire circumference of the core, suggesting that it was added 
on the normal elastic fiber after the disease process began. Elastic 
fibers in the perforation canal through the epidermis were either 
intact bramble bush-like fibers or degenerative forms of them. 

Collagen fibers in both hemorrhagic and EPS-like lesions were 
poorly stained with routine electron microscopic stains. The most 
striking abnormality was an extreme variation of thickness of 
individual fibers ranging from 0.01 to 0.05 um. Banding patterns 
and periodicity were normal. 

Subendothelial separation of vascular endothelial cells in small 
vessels and actual degeneration of subendothelial elastic fibers 
(internal elastic membrane) in larger vessels seem to be the basic 
defects in hemorrhagic lesions. 

Elastosis perforans serpiginosa seems to be a phenomenon 
caused by a variety of abnormal elastic fibers. Clearly, the fibers 
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in our case are completely different from those found in ic ( 
cases. We suggest that any abnormal elastic fibers thai 


this phenomenon. 


A Comparative Ultrastructural Study of Diffuse 
Lepromatous Leprosy (Lucio-Latapi) and Ordinary Leprom: 
Leprosy an 
HARRIET M. VAN HALE, MD; SUSAN B. TURKEL, MD; 
THOMAS H. REA, MD 


Lucio’s phenomenon is a reactional state occurring onl 
patients with diffuse nonnodular lepromatous leprosy. Bio 
specimens of skin at a distance from the infarctions of six patie 
with Lucio’s phenomenon were compared with biopsy specim 
from 14 patients with ordinary lepromatous leprosy. Light 
electron microscopic examination confirmed that more intraen 
thelial organisms could be identified in the patients with Luci 
phenomenon. Both groups showed a dermal inflammatory in 
trate consisting of numerous macrophages, lymphocytes, and 
cells. This infiltrate was preponderantly perivascular, and chro 
reactive changes were found in the small dermal vessels. Th 
changes included endothelial swelling, increased endot 
vacuolation, extension of endothelial cytoplasmic processes, 
basement membrane reduplication. In the patients with Luci 
phenomenon, mast cells were substantially more common, and the 
vascular basement membranes were more floccular and amor- 
phous in appearance than in the other patients with lepromatous — 
leprosy. Dilated dermal lymphatics were found in the patien 
with Lucio’s phenomenon and several other patients with early - 
lepromatous leprosy. The frequent close association of mast ce ; 
and lymphocytes with the phagocytosing macrophages lends sı 
port to the speculation concerning their functional interrelatic 
ship in the pathogenesis of lepromatous leprosy. ; 


Adnexal Tumorigenesis: Structural and Functional Analysis ğ A 
YUTAKA MISHIMA, MD, PHD; MAREIRO TANI, MD, PHD, $ 
KEIICHIRO HORI, MD 


The eccrine apparatus consists of the following three structural 
ly and functionally distinct subunits: the intraepidermal duct, t k 
intradermal duct, and the secretory segment. The spectrum of 
eccrine apparatus tumors from benign to carcinomatous has be ə 
found to normally occur selectively in one of these subunits 
focal progressive tumorigenesis and can be classified by th 
levels of maturity into (1) adenoma, (2) epithelioma, or (3 
carcinoma. Cells that make up these subunits usually retair 
distinctive structural and functional differentiation for thei 
synthesis and secretion, channeling function, and excretion onto 
the skin surface of sweat, even during carcinogenesis. id 

Human apocrine sweat apparatus also has recently been found 4 a 
to possess an acrosyringium having ultrastructural and cytochem- — 
ical characteristics comparable to those of the eccrine apparatus. It _ 
can be divided into three subunits. The carcinomatous growth of 
apocrine acrosyringium has been described. 

The hair follicle can be thought to be composed of the following - 
four subunits: the infundibulum, with epidermoid keratinization; m. 
the isthmus and club hair, with trichilemmal keratinization; the 
lower follicle, with nonkeratinizing large glycogen-rich cells; and — 
the hair matrix. In relation to these follicular subunits in the 
spectrum from benign to malignant tumors, tumorigenesis may be — 
described based primarily on subcellular structural and functional “ 
analysis of the tumors. ic 


Basal Cell Epitheliomas in Children and Teenagers 
HOMAYOON RAHBARI, MD, AMIR H. MEHREGAN, MD 


In 1977, Brownstein and Shapiro described desmoplastic tricho- / 
epithelioma and separated it from other fibroepithelial growt 
In our search for desmoplastie trichoepitheliomas that may have 
had other diagnoses, we came across a number of cases of basal cal ə 
epithelioma (BCE) in young people. Rap 

Among more than 390,000 routine dermatopathologic speci 
mens, 85 specimens showed BCE. (These were from patients 
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years old or younger.) Of these 85 specimens, four, when reviewed, 


— indicated trichoepithelioma. There were also 18 cases of desmo- 


plastic trichoepithelioma that had been diagnosed as BCE before 
the introduction of desmoplastic trichoepithelioma by Brownstein 
and Shapiro. 

The remaining 63 cases were reaffirmed as BCE in the young. 
Ten of these cases, on follow-up examination, proved to be 
instances of the nevoid basal cell epithelioma syndrome. Basal cell 
epithelioma had developed in an organoid nevus (the nevus 
sebaceus of Jadassohn) in another ten cases. 

Of the remaining 48 cases of BCE, 24 had occurred in youths 16 
to 19 years old, and the other 19 cases had occurred in children and 
teenagers 15 years old or younger. Of the ten patients with nevoid 
basal cell epithelioma syndrome, all were 15 years old or younger. 
Of the patients with BCE in organoid nevus, six of the ten were 
children 15 years old or younger. 

A nonnevoid basal cell epithelioma syndrome and nonorganoid 
nevus BCE rarely occurs in children younger than 15 years. 


Carcinoma Cuniculatum: A Clinicopathologic 
Study of 21 Cases 
J. D. WILKINSON, MARTIN M. BLACK, MD, MRCP 


The cuniculatum type of squamous carcinoma is an unusual 
neoplasm that usually arises on the sole of the foot. Twenty-one 
cases have been collected at St Thomas’ Hospital, London, during 
the last 27 years. All but two patients were men and 19 of the 21 
were older than 40 years at the time of diagnosis. The most 
common site of involvement was the foot (usually the sole), but 
two patients had lesions on the hand, one had lesions on the nose, 
and one had lesions on the knee. 

The histologic characteristics of carcinoma cuniculatum are 
discussed. Indirect evidence, including electron microscopic mate- 
rial of the role of the wart virus in this condition, is presented. The 
condition is compared with verrucous carcinoma that develops in 
other areas. 


Lichen Sclerosus et Atrophicus Is Not Related to Morphea: A 
Clinical and Histologic Study of 22 Patients in Whom Both 
Conditions Were Reputed to Be Present Simultaneously 
JENNIFER PATTERSON, MD, A. BERNARD ACKERMAN, MD 


It has long been postulated that morphea and lichen sclerosus et 
atrophicus may represent the same disease because they common- 
ly seem to be present in the same patient. For this reason, we 
undertook a study of patients with biopsy-proved morphea who 
also had lesions that resembled lichen sclerosus et atrophicus. 

Forty-seven biopsy specimens from 22 patients with clinical and 
histologic features of both morphea and lichen sclerosus et atroph- 
icus were studied. We examined 11 of the 22 patients clinically. 
Photographs were taken of 19 of the 47 clinical lesions. 

Clinically, the lesions that were biopsied were shiny, white, and 
wrinkled easily. Many had follicular plugs, loss of skin markings, 
and variable induration. Each of the patients also had typical 
lesions of morphea, namely, yellow-brown indurated plaques at 
adjacent or distant sites. 

Histologically, each of the 47 specimens had characteristic 
features of morphea in the reticular dermis (and in the subcutis if 
the biopsy specimen was deep enough). The papillary dermis was 
thickened by edema or sclerosis. Compact orthokeratoses with fol- 
licular plugs of cornified cells were common findings. There was 
neither prominent vacuolar alteration at the dermoepidermal 
junction nor an inflammatory cell infiltrate at the junction of the 
papillary and reticular dermis. 

We concluded on the basis of these findings that the lichen 
sclerosus et atrophicus-like lesions in patients with biopsy-proved 
morphea are different from true lichen sclerosus et atrophicus 
lesions. The similarity between the two diseases may be explained 
by the notable edema in the papillary dermis of early evolving 
lesions of morphea. This edema is long-standing and eventually 
resolves with sclerosis. As a result, there are resemblances, 
clinically and histologically, of morphea to lichen sclerosus et 
atrophicus. In each of our specimens, there were indubitable 
features of morphea in the reticular dermis. However, features 
crucial to the diagnosis of lichen sclerosus et atrophicus, namely, 
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notable vacuolar alteration at the dermoepidermal junction and an 

¿infiltrate of mononuclear cells at the junction of the thickened 
papillary dermis and reticular dermis, were absent in every one of 
these specimens. 


Detection of Macromelanosomes in Routine Paraffin-Embedded 
Histologic Sections From Cafe-au-lait Spots 
DAVID N. SILVERS, MD, THOMAS J. Morris, MD 


Three- to four-millimeter skin biopsy specimens vvere obtained 
from the cafe-au-lait spots of eight persons with neurofibromato- 
sis. The specimens were bisected. Half was processed for routine 
light microscopy, the other half was treated with 2N sodium 
bromide. The epidermis was incubated in buffered dihydroxyphe- 
nylalanine according to the method of Rodriguez and McGowan. 

Three of the specimens of the cafe-au-lait spots had large 
numbers of macromelanosomes (giant pigment granules) in the 
epidermis as demonstrated in both the dihydroxyphenylalanine- 
incubated epidermal whole mount and in the serially prepared 
paraffin-embedded tissue sections stained with hematoxylin- 
eosin. The other five specimens (three from persons under 10 years 
old) contained fewer than two macromelanosomes per high-power 
field by the dihydroxyphenylalanine technique and fewer than one 
macromelanosome per ten hematoxylin-eosin-stained sections. 

Our findings indicate that paraffin-embedded tissue sections 
prepared for routine light microscopy are as useful as dihydroxy- 
phenylalanine-incubated epidermal whole mounts for identifying 
macromelanosomes in number. Our findings also support the 
observation that macromelanosomes are not always present in the 
cafe-au-lait spots of persons (especially children) with neurofibro- 
matosis. 


Lymphomatoid Papulosis: New Findings 
in a Study of 40 Patients With the Disease 
VICTOR WEINMAN, MD (by invitation), 

A. BERNARD ACKERMAN, MD 


We studied 40 cases of lymphomatoid papulosis, 18 that came 
from the Central Registry of Lymphomatoid Papulosis, Fargo, 
ND, and 22 that came from material processed in the Dermatopa- 
thology Laboratory of New York University Medical Center. On 
the basis of this study, we concluded that lymphomatoid papulosis 
was a distinctive disease clinically, histologically, and biologically. 
Furthermore, we are able to establish reproducible histologic 
criteria for differentiation of lymphomatoid papulosis from 
Mucha-Habermann’s disease (eg, Mucha-Habermann’s disease 
lacks neutrophils, eosinophils, and numerous mitotic figures in 
lymphoid cells) and of lymphomatoid papulosis from the plaque 
stage of mycosis fungoides (eg, mycosis fungoides lacks a wedge- 
shaped infiltrate, neutrophils, notable pleomorphism of the lym- 
phoid cells, and ulceration). 

Although large atypical lymphoid cells are a common feature of 
lesions of lymphomatoid papulosis, they are not a sine qua non for 
the diagnosis. For example, early evolving lesions of lymphoma- 
toid papulosis may have no large atypical lymphoid cells whatsoev- 
er. In 17% of our cases, there were few, if any, atypical lymphoid 
cells in fully developed lesions. 

Biologically, lymphomatoid papulosis is benign in the sense that 
none of our patients, even those who had the disease for decades, 
died. A malignant lymphoma did develop in 10% of our patients 
concurrent with or after a longer course of lymphomatoid papulo- 
sis. There were no histologic differences between the lesions of 
patients who had lymphomatoid papulosis alone and the lesions of 
patients who also had malignant lymphoma. 

Lymphomatoid papulosis seems to be a disease that manifests 
itself differently biologically in different hosts. Our hypothesis is 
that lymphomatoid papulosis could result from chronic stimulation 
of T lymphocytes that may, on occasion, evolve from lymphocytic 
hyperplasia to lymphocytic neoplasia. 


Steatocystoma Simplex (Solitary Steatocystoma) 
MARTIN H. BROWNSTEIN, MD 


Steatocystoma simplex (solitary steatocystoma), an entity that 
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has apparently not been previously described, occurred in ten 
males and ten females, who ranged in age from 15 to 61 years old 
(median age, 37 years). The cysts had been present for one to ten 
ears (median time, two years) and ranged in size from 0.4 to 1.5 
em (median size, 1.0 em). Nine cysts were on the face (five on the 
forehead), four on the upper limbs, one on a leg, and two each on 
e neck; axillae, and chest. Clinical diagnosis was almost invaria- 
‘bly some type of benign cyst. The lesions contained yellow 
semisolid. material. Microscopically, there was a collapsed, empty, 
thin-walled cyst lined by stratified squamous epithelium that 
generally lacked a stratum granulosum and had a thick, undulat- 
“ing, hyaline cuticle, Sebaceous glands were almost always present 
“in the wall and sometimes opened directly into the eyst cavity; 
“occasionally, the glands were present just outside the wall. Rarely, 
-small fragments of hair shaft and loosely laminated keratin were 
seen within the cavity. The 20 cases of solitary steatocystoma were 
_. . compared with 30 cases of steatocystoma multiplex and 50 cases of 
dermoid cysts. Some important differential features of solitary 
steatocystoma include its solitary nature, usual occurrence in 
adulthood, lack of occurrence in other family members, intracuta- 
neous location, and usual absence of adnexal structures other than 
the sebaceous glands in its wall. Just as other dominantly inher- 
ited syndromes of multiple benign adnexal tumors (eg, cylindro- 
“mas, trichoepitheliomas, or trichilemmomas) have their counter- 
‚parts in nonheritable solitary tumors, so steatocystoma multiplex 

_ now has its parallel in steatocystoma simplex. 







Lupus Panniculitis 
RICHARD K. WINKELMANN, MD, PHD; Marcor Szasz PETERS, MD, 
Nestor P. SANCHEZ, MD 


Lupus panniculitis presents a distinctive histologic picture that 
may be associated with other forms of cutaneous or systemic 
lupus. Cases without obvious lupus erythematosus lesions are 
“often mistaken for Weber-Christian disease, morphea, or factitial 
panniculitis. An adequate deep excision biopsy specimen will show 
lymphocytic vasculitis, pseudofollicular lymphoid aggregates, and 
“eolleetions of polymorphonuclear leukocytic and leukocytoclastic 
ltrates.in septal and lobular areas of the panniculus. These 
es are found in a background of hyaline fat necrosis and are 
en associated with dermal or epidermal changes of lupus, 
including typical poikiloderma, follicular plugging, vacuolar 
‘degeneration of the dermoepidermal junction, and periappenda- 
geal lymphocytic infiltrates. Other features include hyalinosis of 
papillary bodies and vessels, and calcification within fat. The 
direct immunofluorescent band test results were positive in 12 
(70%) of 17 cases and, when the histopathologic characteristics 
were equivocal, helped confirm the diagnosis. We believe these 
histologic features, together with immunofluorescence, comprise a 
set of valid criteria for the diagnosis of lupus panniculitis. 











“<< Careinoembryonic Antigen in Normal and Neoplastic Skin 
-MEHRDAD Napsi, MD; Azoripes R. Moraes, MD, 

“ROBERT GIRTANNER, MD, JOCELYN ZİEGLES-VV EİSSMAN, PHD; 

NEAL S. PENNEYS, MD, PHD 





An immunoperoxidase technique vras used to explore the pres- 
ence and the distribution of carcinoembryonic antigen (CEA) in 
normal skin as well as selected neoplastic lesions of skin, particu- 
larly those having a disputed histogenetic origin. 

Paraffin seetions of a variety of sweat gland neoplasms and 
lesions of Paget’s disease were studied along with other intraepi- 
thelial or invasive skin lesions, including squamous and basal cell 
carcinomas and malignant melanoma. Both goat and rabbit anti- 
“sera to human CEA were used and the peroxidase-antiperoxidase 
procedure was carried out by standard methods. 

“İn normal skin, epithelia of eccrine and apocrine ducts, eccrine 
and apocrine secretions, and acinar cells of eccrine glands stained 
positively for CEA, whereas squamous epithelium, hair follicles, 
nd sebaceous glands showed no CEA. Carcinoembryonic antigen 
as present in varying degrees in all sweat gland neoplasms. The 
ainirg was most intense in cells that lined cysts, formed glands, 
yere arranged around a lumen. Secretory material within the 
en was frequently strongly positive for CEA. Positive immu- 
aining was also observed in all mammary and extramammary 
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Paget’s cells, whereas intervening keratinocytes did not stai 
None of the keratinocytie or melanocytic neoplasms: stained: 
«positively for CEA. : 
Elaboration of CEA by ecerine and apocrine epithelia seems to 
be a highly differentiated function requiring orientation of the. 
cells around a luminal structure. It is possible that CEA acts to 
maintain the patency of the ducts, perhaps as a biologic lubricant, 
Our data also clearly indicate that Paget’s cells of mammary and” 
extramammary sites are of glandular origin. The absence of CEA.” 
in intervening squamous cells in Paget’s disease is against the. < 
derivation of Paget’s cells from keratinocytes. Furthermore, 
immunohistologie demonstration of CEA can be used as a diagnos-.. 
tic tool to separate Paget’s disease from other intraepithelial 
neoplasms characterized by the presence of pale-staining cells in 
the epidermis. 7 


The Possible Role of Langerhans’ Cells in Lichen Planus 
ANNA RaGaz, MD (by invitation), A. BERNARD ACKERMAN, MD: 


Two hundred cases of lichen planus were studied to plot the 
evolution, maturation, and regression of the disease. Of the 200°. 
specimens, ten were from the earliest lesions, ie, barely visible < 
pink macules in patients with typical lesions of lichen planus. 
elsewhere. Electron microscopy was performed on five of these: 
specimens. An important finding in each specimen was increased. 
numbers of Langerhans’ cells in the epidermis of the early lesions . 
of lichen planus. Langerhans’ cells were present even before the. 
arrival of lymphocytes. Because Langerhans’ cells have been 
shown to play a role in delayed hypersensitivity, lichen planus may 
represent a manifestation of a delayed hypersensitivity reaction: 
to a thus far unrecognized antigen. In lichen planus, the Langer- 
hans’ cells within the epidermis might present the antigen to. 
lymphocytes (probably T lymphocytes) that, in turn, destroy. 
keratinocytes. The epidermis then responds to destruction: of 
keratinocytes by attempts at regeneration with formation of a 
characteristic, fully developed lesion of lichen planus that shows 
evidence of destruction and regeneration of the epidermis in 
association with a band-like infiltrate of lymphocytes in a thick- 
ened papillary dermis. In fully developed lesions of lichen planus, 
Langerhans’ cells have been seen in contact with lymphocytes both 
in the epidermis and in the dermis. P ə 

We studied only cases of idiopathic lichen planus. It would:be of: 
interest to know whether the number of Langerhans’ cells is also, 
increased in lichenoid drug eruptions, lichenoid photodermatitides, 
and other lichenoid infiltrates in the skin. Such studies are now in. 
progress. 


The Ultrastructure of Mycosis Fungoides and Poikiloderma © 
Atrophicans Vasculare: There’s More Than dust Sézary Cells! 
ANTHONY C. CHU, MRCP, 

DONALD M. MACDONALD, MA, MB, MRCP 


Skin biopsy specimens from 25 patients with mycosis fungoides. _ 
(MF) and five with poikiloderma atrophicans vasculare (PAV) 
were processed for electron microscopy. : 

In the cases of MF, characteristic Sézary-like cells were found to. 
make up between 30% and 60% of the dermal infiltrate. These were: 
present as small and large cell variants. Typical irregular nuclear- 
shapes ranging from minor indentations to gross cerebriform 
outlines were present. Many of these nuclei contained central 
nucleoli with patchy condensation of nuclear chromatin. Cyto- 
plasm was sparse. Histioeytes were also numerous, and these also: a 
often appeared abnormal. The abnormal histiocytes possessed 
deeply indented nuclei with the characteristic peripheral distribu- - 
tion of heterochromatin and with abundant cytoplasm rich in’ 
organelles. Normal histiocytes and small lymphocytes were also i 
frequently encountered. 

In the epidermis, Sézary-like cells were seen singly filtrating 
between keratinocytes, but occasionally were seen in groups that: 
formed Pautrier’s microabscesses or in close apposition to histio- 
cytes. Langerhans’ cells were always isolated and present ino: 
normal numbers. l 

In the cases of PAV, the changes were similar but the epiderma 
infiltrate was less prominent, and Pautrier’s microabscesses were 
absent. 7 (0( 
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In this study, MF cells with a similar micromorphologic charac- 
ie were readily identified. Bizarre histiocytes, some possess- 
ing cerebriform nuclei, were present. The close association of 
_ Sézary-like cells with histiocytes in the epidermis may support the 
theory of antigen persistence as a causative factor. 


Woringer-Kolopp Disease 
“MAZ RICARDO M. ManpoJana, MC, USA, ELson B, Hetwic, MD 


We studied 14 examples of a rare disease described by Woringer 
and Kolopp 41 years ago. In accord with the original description, 
our series included only patients who had a single lesion or a 
localized area of cutaneous involvement. Most of the lesions 
(38.8%) were initially noted in the fourth decade, and, topographi- 
cally, there was a predilection for the extremities (94.5%), mainly 
the lower extremities (66.8%). There was an approximate 3:1 ratio 
of male to female subjects. The disease usually occurred as a slowly 
growing, asymptomatic, erythematous, scaly, sometimes verru- 
“ous, plaque, surrounded by a slightly raised circinate margin, and 
showing a tendency to heal spontaneously in the center. The most 
common clinical diagnoses included granuloma annulare, verruca 
“vulgaris, tinea, and mycosis fungoides. In all instances, isolated 
lesions developed without systemic involvement. 
Histologically, the lower epidermis was infiltrated by numerous 
large cells (either lying singly or in groups) in clear spaces. The 
middle and superficial zones of the epidermis were involved to a 
much lesser extent. The cytoplasm was pale and vacuolate, and the 
<o nuclei were rather large, monomorphic, and hyperchromatic, with 
an atypical appearance. Mitotic figures were f requent. The dermis 
--contained only a mild nonspecific inflammatory infiltrate. The 
“most frequent histologic diagnoses were precancerous melanosis 
(superficial spreading malignant melanoma), mycosis fungoides, 
and extramammary Paget’s disease. Special stains for melanin 
“were negative, and the cells did not contain glycogen or mucosub- 
stances. By electron microscopic observations, the cells invading 
the epidermis lacked desmosomes and tonofilaments and had 
öerebriform nuclei and abundant cytoplasmic organelles. Fre- 
quently, stretched tonofilaments occurred in the squamous cells 
surrounding the “nests.” None of the cases has disseminated. Most 
"did not show evidence of disease after excision and graft; other 
— ¢ases responded to radiotherapy. 
¿© Woringer-Kolopp disease, or epidermotropic reticulosis or Page- 
toid reticulosis, is a chronic cutaneous disease, distinct from 
mycosis fungoides. It is initially seen as a single lesions or one area 
of involvement, preponderantly in middle-aged persons, localized 
to the extremities, usually with a benign clinical appearance and 
worrisome histologic features. We regard it as an atypical lympho- 
cytic infiltrate with a peculiar epidermotropism and a benign 
“biologic behavior. Histologically, it should be distinguished from 
malignant melanoma and extramammary Paget's disease; clinical- 
“oly and histologically, it should be distinguished from mycosis 
“fungoides. 


Immunohistochemical Staining for Lysozyme 
< <in Dermatofibromas 
WALTER H. C. Burcporr, MD, ADELE MORELAND, MD 


© The dermatofibroma is a clinical entity whose histogenetic 
` origins remain unclear. More than 200 such lesions were examined 
_ with light microscopy and subdivided into five types based on 
= their degree of cellularity and fibrosis. Five examples of each 
subtype were stained for lysozyme with the peroxidase-antiperox- 
idase technique. None of the lesions, regardless of their composi- 
tion, contained cells with intracellular lysozyme. We conclude that 
“the basie cell in these histologic variants of dermatofibroma is not 
a lysozyme-containing macrophage: it is a different cell, perhaps 
of mesenchymal origin. 


. Pigmented Apocrine Hidrocystoma 
JAG BHAWAN, MD, R. MALHOTRA, MD, SAMUEL B. FRANKS, MD 


(77 Apocrine hidrocystomas are pigmented more often than is 
- realized and can be clinically mistaken for blue nevus, melanoma, 
pigmented basal cell carcinoma, or other pigmented lesions, The 
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nature of this pigment has not been identified and has been 
resumed to be the result of small hemorrhages around these 
cystic tumors. Some authors have concluded, without evidence, 
that the pigment is not melanin. 

We have recently encountered a pigmented lesion of the right 
cheek diagnosed clinically as blue nevus. It measured 0.2 em in 
diameter. Histologic examination indicated a cystic structure 
lined by columnar epithelia with basal nucleus and eosinophilic 
cytoplasm with characteristic “apocrine type” secretion. These 
cells also contained a diffuse black pigment. Seattered among 
them, away from the lumen, were cells with coarse black granules, 
sometimes associated with a large vacuole. The surrounding 
stroma was mildly fibrotic and contained a number of melano- 
phages-melanocytes. There was no evidence of old or recent 
hemorrage in and around the cyst. The iron stain was negative and 
the Fontana-Masson reaction was strongly positive. The pigment 
was bleached by potassium permanganate. Our findings suggest 
that the pigment in our case is most likely melanin, and the cells 
containing coarse, black granules are melanocytes. 

Although unusual, the proliferation of melanocytes and their 
interaction with the cells of the epithelial tumors of the skin and 
its appendages (like basal cell carcinoma, seborrheic keratosis, 
nodular hidradenoma, melanoacanthoma, and pilomatrixoma) are 
well known. Apocrine hidrocystoma should be another addition to 
that list. 


A Rare Cause of Storage Papulae 
of the Skin: Macroglobulinemia 
Jose M. Mascaro, MD; Juan FERRANDO, MD; 


TERESA ESTRACH, MD, TERESA CASTEL, MD; CIRIL ROZMAN, MD; 
EMELIO MONTSERRAT, MD 


In 1976, a 48-year-old man with a family history of lipomatosis 
was found to have IgM macroglobulinemia. After treatment with 
prednisone and chlorambucil, the disease was under control for 
four years. In January 1980, the patient had bilateral cervical 
adenopathy. A biopsy specimen showed a diffuse, well-differen- 
tiated lymphocytic lymphoma. Immunoelectrophoresis showed 
IgM levels from 3,000 to 5,000 mg/dL (normal, 50 to 280 mg/dL). 
The blood viscosity was 4.5. At the same time, the patient had 
general distress, fever, sweating, anemia, and an elevated ESR of 
148 mm/hr. 

In March 1980, cutaneous lesions appeared on his buttocks, 
thighs, and legs. They were hemispheric, pink, translucent, firm, 
nonpruritic papules. A biopsy specimen showed the presence of 
hyaline, PAS-positive material on the papillary and reticular 
dermis, disposed in dense perivascular mantles. Direct immuno- 
fluorescence showed that this storage material was positive to 
anti-IgM serum. Immunoelectrophoresis of a papule also showed a 
substantial increase in IgM. / 

It is known that macroglobulinemia may provoke diverse cuta- / 
neous manifestations, but storage papules have never been : 
deseribed before. i 


Cutaneous Pathologic Characteristics 
of Allergic Granulomatosis 
Curis P. CROTTY, MD, RICHARD K. WINKELMANN, MD, PHD 

















The cutaneous findings and elinical presentations of 13 patien; 
with classic allergie granulomatosis (Churg-Strauss syndrom 
have been reviewed. Systemic lesions of the lungs, nasal tissi 
muscle, and the nervous system were found clinically and histol 
ically. Asthma, eosinophilia, and a history of drug reaeti/ 
completed the picture of allergic granulomatosis. Specific éf 
neous features included nodules on the head or the extremitie 
ten patients; only two patients had purpura or vesicle 
following three distinctive cutaneous histologic pictures ; 
found: Churg-Strauss necrotizing extravascular granulom 
seven patients, necrotizing vasculitis in four patients, and p 
teritis nodosa in three patients. The Churg-Strauss gran 
represented basophilic leukocyte necrosis with peripheral hi 
tosis forming an extravascular, necrotizing, and palisading 
uloma. Muscular vessel lesions plus extravascular gran 
were observed in visceral lesions as well asin skin lesion 
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“And by the way... 
what can I do abou 
_ dry skn?” 
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helps relieve 


Wondra lubricates the skin 
to provide immediate relief 
from the scaling, flaking, 
and cracking of dry skin. 


helps restore 


Wondra helps the skin 
restore itself to an improved 
condition. 


helps retain 


Wondra helps the skin retain 
its natural moisture by 
forming an occlusive film on 
the surface of the skin. With 
regular use, Wondra can 
help provide long-term 
protection against dry skin. 
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Jaime A. Tschen, MD, Philip J. Migliore, MD, Malcolm H. MeGavran, MD 


t is unusual for multiple myeloma to 

occur initially with cutaneous in- 
volvement. When it occurs, cutaneous 
extension from underlying osseous 
lesions is the usual cause. Lesions 
without adjacent bone involvement 
are rare. We report here a case with 
multiple cutaneous plasmacytomas, 
repeatedly normal findings from bone 
marrow studies, and multiple destruc- 
tive lesions of the long bones. The 
immunoperoxidase technique showed 
specific staining of neoplastic plasma 
cells for IgAA, and serum immuno- 
electrophoresis detected the same im- 
munoglobulin. 


Report of a Case 


A 58-year-old man was hospitalized with 
swelling of the right calf, multiple skin 
nodules, anorexia, and an 18-kg weight loss 
of nine weeks’ duration. 

The patient was cachectic and had multi- 
ple, firm, fixed, nontender subcutaneous 
nodules varying from 4 to 10 em on the left 
foot (Fig 1), left axilla, right shoulder, and 
back, with some erythema and increased 
venous markings, and an enlarged (10-cm) 
right testicle. 

Pertinent laboratory data included the 
following values: hemoglobin, 9.4 g/dL; 
hematocrit, 28%; total protein, 9.2 g/dL 
(normal, 6 to 8 g/dL); albumin, 3.7 g/dL 
(normal, 3.6 to 4.8 g/dL); globulin, 5.5 g/dL 
(normal, 2.4 to 8.2 g/dL); and serum alka- 
line phosphatase, 134 units/L (normal, 25 
to 97 units/L). Findings from serum cal- 
cium and phosphorus determinations, uri- 
nalysis, and three bone marrow studies 
were all normal. 

Roentgenograms showed lytic lesions in 
the right proximal fibula, the left humerus, 
the left ankle adjacent to one of the nod- 
ules, the right shoulder, and the left side of 
the anterior part of the chest. 

Electrophoresis showed the presence of a 
8-g/dL (normal, 0.55 to 1.08 g/dL) £- 
migrating monoclonal gammopathy proved 
to be of IgAA specificity by immunoelec- 
trophoresis. Tissue from excisional biopsy 
specimens of one of the subcutaneous nod- 
ules and from the right testis was com- 
posed of sheets of immature plasma cells 
(Fig 2, left). Immunoperoxidase studies 
demonstrated selective staining by antise- 
rum samples to IgA and A determinants 
(Fig 2, right). 
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From the Department of Pathology, Baylor 
College of Medicine, Houston. 

Reprints not available. 
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Fig 1.—Subcutaneous plasmacytoma on 
lateral aspect of left foot. 





Fig 2.—Left, Plasma cells from cutaneous 
plasmacytoma. Variation in cell size and 
shape can be observed (hematoxylin- 
eosin, x 400). Right, Positive IgA staining 
of tumor cells. Identical results were 
obtained by substituting antiserum to A- 
chains (immunoperoxidase, x 320). 


During a period of six weeks, the patient 
received radiation therapy in doses of 2,100 
to 3,000 rads to each of the lytic bone 
lesions. The patient was also treated with 
14 mg/day of melphalan (Alkeran) and 50 
mg of prednisone twice a day in a four-day 
course, which resulted in a substantial 
decrease in the sizes of the skin nodules 
and a reduction of the IgA peak value to 2 
g/dL. The patient was then discharged. 

Two months later, the patient was read- 
mitted for a pathological fracture of the 





Multiple Myeloma With Cutaneous Involvement 


left proximal femur, which required open 
reduction and internal fixation. Tissue 
removed during surgery again showed 
sheets of immature plasma cells; a lytic 
lesion was also found in the left knee. He 
received 2,000 and 1,200 rads, respectively, 
to each lesion in an eight-week period. He 
was also started on a chemotherapeutic 
regimen consisting of 100 mg/day of pred- 
nisone for four days, 50 mg of doxorubicin 
hydrochloride (Adriamycin), 1 mg of vin- 
cristine sulfate (Oncovin) on day 1, and 200 
mg of cyclophosphamide (Cytoxan) on day 
4. The regimen was scheduled to be 
repeated every three to four weeks, depen- 
ding on the patient’s blood cell counts. 


Comment 


Cutaneous involvement in multiple 
myeloma is an uncommon event, and 
when it occurs, it is most often related 
to a subjacent osseous lesion. Rarely, 
solitary or multiple cutaneous lesions 
occur without evidence of extension 
from subjacent bony structures.’ Soli- 
tary lesions without evidence of sys- 
temic involvement are even fewer. 
Nonspecific cutaneous lesions such as 
amyloidosis, xanthomas, Raynaud’s 
phenomenon, and pyodermas are 
probably the most frequent cutaneous 
manifestations in patients with multi- 
ple myeloma.' Previous attempts to 
demonstrate immunoglobulins in 
cutaneous plasmacytomas by immu- 
nofluorescence microscopy were un- 
successful.** However, our case dem- 
onstrates a good correlation between 
immunoelectrophoretic findings and 
the immunoperoxidase stain on for- 
maldehyde solution-fixed, paraffin- 
embedded tissue performed by pre- 
viously described techniques.° 
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Giant Pilar Tumor of the Sçalp 


José G. Casas, MD, Alberto Woscoff, MD 


Tr 1971, Dabska' reported 12 cases of 
giant hair matrix tumors. We 

report here a case in which the tumor 

reached an unusually large size. 


Report of a Case 


A 58-year-old woman had a large, pro- 
gressively growing tumor. It had been 
present for the past seven years and cov- 
ered the whole scalp like a turban. On 
examination, the lesion was seen to be 
lobulated, pink-yellow, and foul smelling 
(Fig 1). It was 25 x 20 x 5 em. There were 
no palpable regional lymph nodes. 

No notable abnormalities were found on 
roentgenographic examination of the skull 
and chest. 


Histopathologic Findings 


A biopsy specimen obtained at 
another medical institution was inter- 
preted as being consistent with squa- 
mous cell carcinoma. The slides were 
sent to us for examination. The speci- 
men showed a proliferative epithelial 
process containing large eosinophilic 
cells with central oval nuclei and 
prominent nucleoli. Some pleomor- 
phism was observed, and there were a 
few mitotic figures (Fig 2). No atypi- 
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cal mitosis were seen. The two main 
histologic features were abrupt kera- 
tinization without evidence of a gran- 
ular layer (resulting in the formation 
of large cornified masses with no visi- 
ble nuclei) and clear tumor cells with a 
vacuolated cytoplasm that exhibited 
an intensely positive PAS reaction 
(diastase negative). We interpreted 
the histopathologic specimens as 
showing changes consistent with a 
giant pilar tumor of the scalp. 


Course 


Since the lesion had been diagnosed 
initially as a squamous cell carcinoma, 
treatment was instituted with intra- 
venous bleomycin (150 mg) and super- 
ficial roentgenographic therapy (total 
dose, 4,000 rads). When we saw the 
patient three years later, the tumor 
had involuted, except for a 5-cm ero- 
sion in the parietooccipital area. The 
hair had regrown in the frontal and 
auricular regions. 


Comment 


The giant pilar tumor of the scalp is 
a well-recognized tumor”” since Pin- 
kus described the trichilemmal cyst 
and its associated secondary changes 


(proliferating trichilemmal cyst). We 
believe that this tumor should be 
placed at one end of the spectrum of 
trichilemmal lesions. It has a rather 
limited local aggressive character, and 
it differs substantially from a squa- 
mous cell carcinoma, although it is 
frequently misdiagnosed as such, as 
occurred in our patient. We chose not 
to use the term “giant hair matrix 
tumor” proposed by Dabska,' because 
the histologic features are similar to 
those of the outer root sheath, not the 
hair matrix. We have called the lesion 
a “giant pilar tumor of the scalp” 
because of its size; we believe it is the 
largest reported to date. 
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Fig 2.—Large tumor lobules showing evidence of trichilemmal keratinization (hematoxy- 
lin-eosin, x 125). 
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ANNOUNCEMENT 


The Department of Dermatology, Emory 
University Schocl of Medicine vill sponsor a 
two-day course in Dermatologic Surgery in 
Atlanta, Georgia, April 10 and 11, 1981. This 
course will stress the basics of skin surgery 
with an emphasis on improvement of opera- 
tive techniques. The faculty is interdisciplina- 
ry and will discuss procedures of use to those 
interested in cutaneous surgery. Laboratory 
pigsfoot sessions will be given each day with 
individual instruction. 


The faculty includes: Dr. Michael Albom 
(New York University), Dr. Richard G. Ben- 
nett, Dr. John Bostwick (Department of Plas- 
tic Surgery, Emory University), Dr. Roger 
Ceilley (University of lowa), Dr. Frederick 
McConnel (Department of Otolaryngology, 
Emory University), Dr. Clinton McCord (De- 
partment of Ophthalmology, Emory Universi- 
ty), Dr. Ricardo Mora (Louisiana State Univer- 
sity), Dr. Vincent Peng, D. Samuel Stegman 
(University of California, San Francisco) and 
Dr. Hiram Sturm. 


All inquiries should be addressed to Dr. 
Richard G. Bennett, Chief, Chemosurgery 
Unit, Emory University Clinic, 1365 Clifton 
Road, N.E., Atlanta, Georgia 30322. 
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USPHS Hospital 
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(Je) 

syndrome of multiple immune autoreactivity, : 
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— Arthritis, Rheumatoid—Continued 

‘breakdown. in immune regulation [Diaz] 77 
(Ja) 

Atabrine see Quinacrine 

Athlete's Foot see Tinea Pedis 

Atopic Hypersensitivity see Hypersensitivity, 
immediate 

Atrophy 

pseudoatrophoderma colli, familial case [Kauh] 
1181 (Oc) 

Autoantibodies 

suppressor cell function in psoriasis [Sauder] 51 
(Ja) 

syndrome of multiple immune autoreactivity, 
breakdown in immune regulation [Diaz] 77 
(Ja) 

Autoimmune Diseases see Autoantibodies 

Azoospermia see Oligospermia 


Bacillus Calmette Guerin Vaccine see BCG 
Vaccine 

Bacteremia see Septicemia 

Bacteria 

pleomorphic acid-fast, nodular scleroderma and 
[Cantwell] 1283 (No) 

topical clindamycin treatment of acne, clinical, 
surface lipid composition and quantitative sur- 
face microbiology response [Thomsen] 1031 
(Se) 

Bacterial infections 

topical treatment of gram-negative bacterial 

 suprainfeetion in acne [Kinney] 597 (My) 

Baldness see Alopecia 

Bandages 

Rhizopus infection associated with wound dress- 
ing (letter) [Kohn] 749 (Jy) 

Banding, Chromosome see Chromosome Band- 
ing 

Basal Cell Nevus Syndrome see Carcinoma, 
Basal Cell 

Basement Membrane 

herpes gestationis associated with C3 nephritic 
factor [Grimwood] 1045 (Se) 

IgE in serum and on mast cells in bullous pem- 
phigoid [Nieboer] 555 (My) 

BCG Vaccination — 

sear, basal cell epithelioma in (letter) [Panizzon] 
381 (Ap) 

BCG Vaccine 

disseminated cutaneous granulomas from BCG 
therapy [Magnon] 355 (Mr) 

Beau's Lines 

association with pustular psoriasis and telogen 
effluvium [Burkhart] 1190 (Oc) 

Behavior Therapy 

techniques in treatment of exfoliative dermatitis 
[Cataldo] 919 (Au) 

Behcet's Syndrome 

poliomyelitis vaccine in treatment of (letter) 
[Fishel] 1348 (De) 

Benzoyi Peroxide see Peroxides 

Besnier-Boeck Disease see Sarcoidosis 

Beta Adrenergic Receptor Agonists see Adren- 
ergic Beta Receptor Agonists 

Beta Carotene 

hydroa vacciniforme treated with (letter) [Si- 
möös) 619 (Je) 

Biopsy 

methotrexate hepatotoxicity in psoriasis, consid- 
eration of liver biopsies at regular intervals 
[Robinson] 413 (Ap) 

Biotin 

x vitamins and alopecia {Goldsmith] 1135 (Oc) 

Blacks 

acral lentiginous melanoma [Coleman] 773 (Jy) 

childhood pemphigus foliaceus [Sotiriou] 679 
(Je) 

keratosis punctata of palmar creases [Weiss] 669 
(Je) 


1418: - Arch Dermatol—Voi 116, Dec 1980 


Blacks—Continued 

melanoma in Africans (letter) [Rampen] (reply) 
[Onwuke] 159 (Fe) 

nevi, lentigines » ədallelanomas i in [Coleman] 548 
(My) 

papular eruption in black men [Rosen] 416 (Ap) 

squamous cell carcinoma arising in lesions of 
discoid lupus erythematosus in black persons 
[Keith] 315 (Mr) 

tractional alopecia among Libyan women (letter) 
[Malhotra] 987 (Se) 

Blister 

bullae in comatose patients (letter) [Arndt] (re- 
ply) [Herschthal] 19 (Ja) 

topically applied fluocinonide in adhesive base in 
treatment of oral vesiculoerosive diseases [Lo- 
zada) 898 (Au) 

Blood 

IgE in serum and on mast cells in bullous pem- 
phigoid [Nieboer] 555 (My) 

Blood Plasma see Plasma 

Blood Pressure, High see Hypertension 

Blushing 

vasodilator rosacea [Wilkin] 598 (My) 

Boeck’s Sarcoid see Sarcoidosis 

BOOK REVIEWS 

Ballantyne DL, Converse JM: Experimental Skin 
Grafts and Transplantation Immunity, 1317 
(No) 

Barker DJ, Millard LG: Essentials of Skin Dis- 
ease Management, 362 (Mr) 

Behl PN: Skin-Irritant and Sensitizing Plants 
Found in India, ed 2, 1202 (Oc) 

Burton JL: Essentials of Dermatology, 1317 
(No) 

Callen JP, Stawiski MA, Voorhees JJ: Manual of 
Dermatology: Introduction to Diagnosis and 
Treatment, 1317 (No) 

Clark WH Jr, Goldman LI, Mastrangelo M, eds: 
Human Malignant Melanoma, 120 (Ja) 

Der Kaloustian VM, Kurban AK: Genetic Dis- 
eases of Skin, 485 (Ap) 

Dobson RL, ed: 1979 Yearbook of Dermatology, 
361 (Mr) 

Epstein E: Common Skin Disorders, Manual for 
Physicians and Patients, 486 (Ap) 

Epstein E, Epstein E Jr, eds: Teehniques in Skin 
Surgery, 486 (Ap) 

Fitzpatrick TB, Eisen AZ, Wolff K, et al, eds: 
Dermatology in General Medicine, ed 2, 846 
(Jy) 

Flandermeyer KL: Clear Skin: Step-by-Step Pro- 
gram to Stop Pimples, Blackheads, Aene, 235 
(Fe) 

Frank SB, ed: Acne: Update for Practitioner, 234 
(Fe) 

Gay S, Miller EJ: Collagen in Physiology and 
Pathology of Connective Tissue, 120 (Ja) 

Gomez MR, ed: Tuberous Sclerosis, 234 (Fe) 

Grimalt F, Romaguera C: Dermatitis de Con- 
tacto, 1202 (Oc) 

Helm F, ed: Cancer Dermatology, 119 (Ja) 

Jackson R: Morphological Dermatology: Study of 
Living Gross Pathology of Skin, 846 (Jy) 

Klaus SN, ed: Biologic Basis of Pigmentation, vol 
4, and Pathophysiology of Melanocytes, vol 5, 
957 (Au) 

Korting GW, ed: Dermatologie in Praxis und 
Klinik, vol 2, 1318 (No), vol 3, 361 (Mr) 

Lazarus GS, Goldsmith LA: Diagnosis of Skin 
Disease, 1202 (Oc) 

MeCarthy PL, Shklar G: Diseases of Oral Mucosa, 
ed 2, 1402 (De) 

Marks R, ed: Investigative Techniques in Derma- 
tology, 486 (Ap) 

Mitchell J, Rook A: Botanical Dermatology: 
Plants and Plant Products Injurious to Skin, 
119 (Ja) 

Moschella SL, ed: Dermatology Update: Reviews 
for Physicians, 362 (Mr) 

Perez EH: Clinica Dermatologica, 957 (Au) 





BOOK REVIEWS—Continued 

Rook A, Wilkinson DS, Ebling FJ, eds: Textbook 
of Dermatology, 2 vol, ed 3, 1402 (De) 

Samman PD: Nails in Disease, ed 3, 487 (Ap) 

Shuster 8: Dermatology in Internal Medicine, 362 
(Mr) 

Verbov J, ed: Modern Topics in Paediatrie Der- 
matology, 487- (Ap) 

Waldenstrém JG: Paraneoplasia: Biological Sig- 
nals in Diagnosis‘of Cancer, 121 (Ja) 

Weinberg S, Hoeckelman R; eds: Pediatric Der- 
matology for Primary Care Practitioner, 121 
(da) 

Weisman Al: Medicine Before: Columbus, 119 
(Ja) 

Weston WL: Practical Pediatric Dermatology; : 
485 (Ap) . 

Botryomycosis : 

further information on mycetomas (letter) [Har- 
man] (reply) [Picou] 619 (Je) 

Bowen’s Disease see Carcinoma, Epidermoid : 

Breast 

benign leukokeratosis of areolae and abdomen. 
[Millns] 353 (Mr) 

Bright Disease see Glomerulonephritis 

Bulla see Blister. 

Bullous Skin Diseases see Skin Diseases, Bul- 
lous 

Burns, Chemical 

acute onycholysis from rust-removing agents 
(letter) [Baran] 382 (Ap) 


c 


Calcification, Pathologic see Calcinosle:, : 

Calcinosis 

atypical fibroxanthoma of skin with osteoid pro- 
duction [Chen] 113 (Ja). 

cutaneous, in localized discoid lupus erythemato-. 
sus [Ueki] 196 (Fe) 

Calcium see Hypercalcemia 

Calmette Guerin Bacillus Vaccine see BCG 
Vaccine 

Cancer see Neoplasms 

Candidiasis see Moniliasis 

Captopril 

eruption induced by, possible mechanism, cuta- 
neous kinin potentiation [Wilkin] 902 (Au) > 

Carboxy-Lyases 


epidermal ornithine decarboxylase, ee — 


cell proliferation, and tumor promotion [Lowe]. 
822 (Jy), correction, 1290 (De) 
inhibition of rat skin ornithine decarboxylase’ by - 
nitrofurazone (letter). [Lesiewicz] 1225. (No) 
Carcinoma gə 
multiple cutaneous, and: İymphomas of skin {Coh- 
en) 687 (Je) : 
of panereas, umbilical metastasis from İChatter- 
jee].954 (Au) 
superficial epithelioma with sebaceous differen-.. 
tiation [Rothko] 329.(Mr) 
visceral, sebaceous neoplasms associated vith: 
THoushelder) 61 (Ja) 275: 
Carcinoma, Basal Cell : 
basal ‘cell epithelioma in BCG vaccination sear i 
(letter) [Panizzon] 381 (Ap) ` 
basal cell epitheliomas after repeated fluoroscop- °° 
ic examinations of. chest: [Madison] 323 (ME, 
(letter) (Zeligman) 1100 (06) : 
benign lichenoid keratosis [Goette] 780 Jy) 
in chickenpox scar [Hendricks] 1304 (No): 


nevoid syndrome, microscopically controlled sure 6. : 


gery for carcinomas in patients with [Mohs] 
THT (dy) 

nevoid syndrome, multiple: basal cell éarcinomas: . 
of palms after radiation therapy İGolitzi 1159 ae 
ə. ; 

relative importance. of risk factors i in nonmelano- ©: 
ma carcinoma [Vitaliano] 454 (Ap) 

with annular leukoderma mimicking leukoderma 
acquisitum centrifugum [Johnson] 352 (Mr) 
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Carcinoma, Epidermoid 

gn lichenoid keratosis [Goette] 780 (Jy) 
noid papulosis of genitalia (letter) [Fleury] 
3 [Wade] 274 (Mr), (letter) [Wade] 1229 








wen’ and non-Bowen’s squamous intraepider- 

al neoplasia of skin, relationship to internal 

gnaney [Callen] 422 (Ap) 

zed multicentric Bowen’s disease of scalp 

oral 841 Wy) 

iple clear cell acanthoma [Trau] 433 (Ap) 

ive importance of risk factors in nonmelano- 

ma carcinoma [Vi italiano) 454 (Ap) 

squamous. cell carcinoma arising in lesions of 

discoid lupus erythematosus. in black persons 

[Keith] 315 (Mr) 

“ulcerative” lichen planus, follow-up of surgical 

< excision and grafting [Crotty] 1252 (No) 

Trücous carcinoma (letter) [Brodin] (reply) 

[Muller] 987 (Se) 

` Carcinoma, Papillary 

plantar verrucoüs, literature review, treatment 

— by Mohs’ “ehemosurgery technique [Swanson] 

794 (Jy) 

verrucous (letter) [Brodin] (reply) [Muller] 987 
ə 
























cous, in renal transplant patient after long- 
“mmunosuppression [Turner] 1074 (Se) 
Carcinoma, Squamous Cell see Carcinoma, 










lerapy, effect on erythrocyte protoporphy- 
levels (etter). [Johnson] 863, (reply) [Poh- 
zpatrick] 864 (Au) 

act 







) ature, in family with hidrotic ectodermal 
; dysplasia [Hazen] 1885 (De) 






eel ornithine decarboxylase, polyamines, 

ll proliferation, and tumor promotion [Lowe] 

correction, 1290 (No) 

sions 

‘ital fibröma-like tumor in adult [Sar- 

18 (My) 

‘vous System 

dystrophy, sulfur-deficient brittle hair 

narker for neuroectodermal symptom com- 

[Price] 1375 (De) 

rospinal: Fluid 

SF serology (letter) [Delaney] (reply) fFelman) 

1227 (No) 

hancre see Syphilis- 

arcot-Marie-Tooth Disease 

palmoplantar keratoderma and fRabbiosi) 789 
Gy) 




















ar verrucous carcinoma, literature review, 
ment by Mohs’ technique [Swanson] 794 









zoster. in. 4-month-old infant (letter) 
e) 160 (Fe) 
al cell carcinoma in [Hendricks] 1304 







7: Virus see Varicella-Zoster Virus 













pl.yria turcica, 20 years after, hexaehloroben- 
» gene intoxication [Cripps] 46.(Ja) 
Chloroquine 

antimalarial agents, review [Tanenbaum] 587 








; rist-Siemens-Weech Syndrome see Ectoder- 
mal Dysplasia = 

romoblastomycosis 

tie hromomycosis: caused by: VVaagiella der- 
is (letter) .. 987, (reply) [Harding] 
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Chromomycosis see Chromoblastomycosis 

Chromosome Banding 

deletion of chromosome 11 in babies with Miche- 
lin Tire syndrome (lette Burgdorf] 621, (re- 
ply) [Gardner] 622 (Je) 

Chromosomes, Human 

deletion of chromosome 11 in babies with Miche- 
lin Tire syndrome (letter) [Burgdorf] 621, (re- 
ply) [Gardner] 622 (Je) 

Chyle 

cutaneous chylous reflux (letter) [Mishkel] 272 
(Mr) 

Cicatrix 

angiosarcoma (angioendothelioma) of scalp, un- 
usual case of scarring alopecia [Knight] 683 
(Je) 

basal cell carcinoma arising in chickenpox scar 
[Hendricks] 1304 (No) 

basal cell epithelioma in BCG vaccination scar 
(letter) [Panizzon] 381 (Ap) 

complement-fixing intercellular antibodies in 
cicatricial pemphigoid [Kumar] 812 (Jy) 

Cilia 

ciliated plantar cyst [True] 1066 (Se) 

Cinnamates 

contact urticaria from cinnamic aldehyde [Ma- 
thias] 74 (Ja) 

perioral leukoderma simulating vitiligo from use 
of toothpaste containing cinnamic aldehyde 
[Mathias] 1172 (Oc) 

Circumanai Glands see Perianal Glands 

Cirrhosis, Liver see Liver Cirrhosis 

Classification 

ectodermal dysplasias, problems of, and some 
newer syndromes [Solomon] 1295 (No) 

mastocytosis spectrum (letter) [Harrison] 158 
(Fe) 

Clindamycin 

acne vulgaris therapy (letter) [Slazinski] 383 
(Ap) 

pitted keratolysis, new form of treatment (letter) 
[Burkhart] 1104 (Oc) 

topical, treatment of acne, clinical, surface lipid 
composition, and quantitative surface micro- 
biology response [Thomsen] 1031 (Se) 

topical treatment of gram-negative bacterial 
suprainfection in acne [Kinney] 597 (My) 

Clustering see Space-Time Clustering 

Cobalt Radioisotopes 

radiation-induced comedones [Walter] 1073 (Se) 

Coitus 

immediate hypersensitivity to seminal fluid and 
atopic dermatitis [Mathias] 209 (Fe) 

Colchicine 

treatment of dermatitis herpetiformis with fSil- 
vers} 1373 (De) 

Cold see also Cryogenic Surgery 

cold urticaria, dissociation of cold-evoked hista- 
mine release and urticaria following cold chal- 
lenge [Keahey] 174 (Fe) 

equestrian cold panniculitis in women [Beacham] 
1025 (Se) 

Collagen 

light and ultrastructural study of reactive perfo- 
rating collagenosis [Fretzin] 1054 (Se) 

massive cutaneous hyalinosis, newly recognized 
disease [Niemi] 580 (My) 

Collagen Diseases see Antinuclear Factors 

Colonic Neoplasms 

Torre syndrome with gastrointestinal polyposis 
[Schwartz] 312 (Mr) 

Coma 

bullae in comatose patients (letter) [Arndt] (re- 
ply) [Herschthal] 19 (Ja) 

Comedones 

cobalt radiation-induced [Walter] 1073 (Se) 

extensive nevus comedonicus [Beck] 1048 (Se) 

Complement 

complement-fixing intercellular antibodies in 
cicatricial pemphigoid [Kumar] 812 (Jy) 

cutaneous periarteritis nodosa, immunofluores- 








Complement--Continued 
cence studies [Diaz-Perez] 56 (Ja) . 

herpes. gestationis associated with C3 nephritic 
factor [Grimwood] 1045 (Se) 

Connective Tissue 5 

atrophic panniculitis, localized Hpoatrophy [Pet- 
ers} 1363 (De) 

panniculitis [Wigkelmann] 291 (Mr) 

Contrast Media: i 

iodine-containing, cutaneous reactions at. test: 
sites of (letter) [Watanabe] 157 (Fe) 

Copper 


serum levels in herpes zoster (letter) [Burkhart] z 


749 (Jy) 

Corticoids see Adrenal Cortex Hormones 

Corticosteroids see Adrenal Cortex Hormones 

Corynebacterium acnes see Proplonibactorium 
acnes 

Corynebacterium Infections 

pitted keratolysis, new form of treatment (letter) 
[Burkhart] 1104 (Oc) 

Corynebacterium parvum see Propionibacteri 
um acnes : 

Coumarin 

necrosis of skin from [Schleicher] 444 (Ap) 

Cryogenic Surgery 

localized multicentric Bowen's disease of scalp 
[Mora] 841 (Jy) 

Cutis Marmorata Telangiectatica Congenita 

or neonatal lupus (letter) [Greist] 1102 (Oc) 

Cycloheximide 

as alternative to use of fluorouracil for actinic 
keratosis (letter) [Milstein] 622 (Je) 

Cyclophosphamide 

disabling pansclerotic morphea of children [Diaz- 
Perez] 169 (Fe) 

Cystine 

trichothiodystrophy, sulfur-deficient brittle. hair 
as marker for neuroectodermal symptom com- 
plex {Price} 1375 (De) 

Cysts 

ciliated plantar [True] 1066 (Se) 

cystic chromomycosis caused by Wangiella der- 
matitidis (letter) [Hohl] 987, (reply) [Harding] 
988 (Se) 

extensive nevus comedonicus [Beck] 1048 (Se) 

Cytarabine 

treatment: of psoriasis with daunorubicin and: 
(letter) [Kohn] 1101 (Oc) 

Cytomegaloviruses 

infection, vasculitis in [Weigand] 1174 (Oc) 

Cytoplasm 

bullous dermatosis and myeloma, monoclonal 
anticytoplasmic antibody activity [Vincen- 
deau] 681 (Je) 

Cytoplasmic Granules : 

eruptive histiocytoma of childhood [Winkel- 
mann] 565 (My) 


Dapsone 

pemphigus vegetans, relationship to eosinophilic 
spongiosis and favorable response to [Pearson] 
65 (Ja) 

treatment of generalized granuloma annulare 
with (letter) [Saied] 1845 (De) 

Darier's Disease see Keratosis Follicularis 

Daunorubicin 

treatment of psoriasis with cytarabine and (let- 
ter) [Kohn] 1101 (Oc) 

Decarboxylases see Carboxy-Lyases 

Delusions 

folie à deux, factitious ulcers [Hubler] 1303 (No). ` 

Dentifrices 

perioral leukoderma simulating vitiligo from use 
of toothpaste containing cinnamie aldehyde 
[Mathias] 1172 (Oc) 

Denture Cleansers see Dentifrices 
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: Depression 
“mental, secondary. to: fluorouracil therapy for 
actinic keratoses (letter) [Milstein] 1100 (Oc) 
Dermatitis 
Cheyletiella, mite infestation of rabbit, cat, dog, 
“and man [Cohen] 435 (Ap); infestation in 
humans (letter) [Kunkle] 1845 (De) 
intestinal bypass surgery, skin lesions after (let- 
ter) (Kaplan) 515 (My) 
Dermatitis, Atopic 
allergic contact dermatitis to quinones in Paphio- 
pedilum haynaldianum (orchidaceae) fHaus- 
en] 327 (Mr) 
immediate hypersensitivity to seminal fluid and 
[Mathias] 209 (Fe) 
sesquiterpene lactone dermatitis, cross-sensitivi- 
ty in costus-sensitized patients [Epstein] 59 
(Ja), correction, 574 (My) 
Dermatitis, Contact 
allergie, to quinones in Paphiopedilum haynal- 
dianum (orchidaceae) [Hausen] 327 (Mr) 
contact urticaria from cinnamic aldehyde {Ma- 
thias] 74 (Ja) 
sesquiterpene lactone dermatitis, cross-sensitivi- 
ty in costus-sensitized patients [Epstein] 59 
(Ja), correction, 574 (My) 
Dermatitis, Contact, Photosensitive see Photo- 
sensitivity Disorders 
Dermatitis Exfoliativa 
behavior therapy techniques in treatment of 
{Cataldo} 919 (Au) 
Dermatitis Herpetiformis 
treatment with colchicine [Silvers] 1873 (De) 
Dermatitis Medicamentosa 
captopril-induced eruption, possible mechanism, 
cutaneous kinin potentiation [Wilkin] 902 
(Au) 
coumarin necrosis [Schleicher] 444 (Ap) 
cutaneous reactions at test sites of iodine- 
containing contrast medium (letter) [Wata- 
nabe) 157 (Fe) 
erythema multiforme caused by oral furosemide 
(letter) [Zugerman] 518 (My) 
generalized morphea, side effect of valproate 
sodium? (letter) [Goihman-Yahr] 621 (Je) 
penicillamine-induced pemphigus [Frau] 720 
(Je) 
risks of unoccluded topical steroids in clinical 
trials [Akers] 786 (Jy) 
vasodilator rosacea [Wilkin] 598 (My) 
Dermatitis, Photocontact see Photosensitivity 
Disorders 
Dermatitis Seborrheica see Seborrhea 
Dermatitis Venenata see Dermatitis, Contact 
Dermatitis Verrucosa see Chromoblastomyco- 
sis 
Dermatology 
"P” alliteration in (letter) [Schamberg] 622 (Je) 
problem-oriented medical records in (letter) 
(Goldenhersh) 751 (Jy) 
retinoids in [Peck] 283 (Mr) 
special letter to editor, dermatologists in Soviet 
Union (letter) [Lowney] 271 (Mr) 
Dermatology Foundation 
- 1980 report on [Jansen] 1251 (No) 
Dermatomyositis 
relationship of polymyositis and, to internal ma- 
lignancy [Callen] 295 (Mr) 
Dermatophytes 
lack of delayed reaction in presence of cell- 
mediated immunity in trichophytin hypersen- 
sitivity [Hunziker] 1266 (No) 
Dermatosclerosis see Scleroderma, Circum- 
scribed 
Diabetes Mellitus 
bullous eruption of, bullosis- diabeticorum [Palt- 
zik) 475 (Ap) 
“bullous eruption of, positive immunofluörescence 
microscopy findings [James] 1191 (Oc) 
seleredema adultorum (letter) [Beeaff] 1347 
(De) 
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Dialysis 

threatened, elearing of psoriasis after? (letter) 
[Rasmussen] 752 (Jy) 

Dialysis, Extrac al see Hemodialysis 

2,4-Dinitrochio: nzene see Nitrobenzenes 

Disease Models, Animal 

hairless mouse as model for evaluating sun- 
screens, prevention of ultraviolet B inhibition 
of epidermal DNA synthesis [Walter] 419 
(Ap) 

Disease Outbreaks see Space-Time Clustering 

DNA 

hairless mouse as model for evaluating sun- 
screens, prevention of ultraviolet B inhibition 
of epidermal DNA synthesis [Walter] 419 
(Ap) 

L-Dopa see Levodopa 

Down’s Syndrome 

elastosis perforans serpiginosa and other compli- 
cations (letter) [Tschen] 1348 (De) 

Doxorubicin 

therapy, pigmentation with (letter) [Orr] 273 
(Mr) 

Dressings see Bandages 

Drug Eruptions see Dermatitis Medicamentosa 

Drug Hypersensitivity 

bullae in comatose patients (letter) [Arndt] (re- 
ply) [Herschthal] 19 (Ja) 

risks of unoceluded topical steroids in clinical 
trials [Akers] 786 (Jy) 

to aloe [Morrow] 1064 (Se) 

Duhring’s Disease see Dermatitis Herpetifor- 
mis 

Duodenal Neoplasms 

adenocarcinoma, sign of Leser-Trélat, case with 
[Curry] 1059 (Se) 

Dupuytren’s Contracture 

role of myofibroblast in [James] 807 (Jy) 

Dyskeratoma 

oral warty [Harrist] 929 (Au) 


E 


Eccrine Glands see Sweat Glands 

Ectodermal Defect, Congenital 

trichothiodystrophy, sulfur-deficient brittle hair 
as marker for neuroectodermal symptom com- 
plex [Price] 1375 (De) 

Ectodermal Dysplasia 

hidrotic, premature cataracts in family with 
[Hazen] 1385 (De) 

problems of classification and some newer syn- 
dromes [Solomon] 1295 (No) 

Edema see Leukoedema; Lymphedema 

Elastic Tissue 

abnormal, follicular occlusion disease with elimi- 
nation of [Hyland] 925 (Au) 

dermal, loss of, in solar elastosis [Tsuji] 474 
(Ap) 

massive cutaneous hyalinosis, newly recognized 
disease [Niemi] 580 (My) 

Elastosis Perforans Serpiginosa 

and other complications (letter) [Tschen] 1348 
(De) 

Elbow 

hairy (letter) [Warner] 19 (Ja) 

Electron Microscopy see Microscopy, Electron 

Electrons 

eleetron-probe microanalysis, aid in study of skin 
granulomas [Andres] 1272 (No) 

Electrophoresis, Polyacrylamide Gel 

effect of therapy on keratin polypeptide profiles 
of psoriatic epidermis [LeVine] 1028 (Se) 

Elephantiasis see Lymphedema 

Endosalpingiosis 

cutaneous [Doré] 909 (Au) 

Endothelium 

possible papillary endothelial hyperplasia vs lym- 
phangiosareoma within preexisting lymphan- 
gioma circumscriptum (letter) [Cooper] 751, 
(reply) [King] 752 (Jy) 





Environment 

xeroderma pigmentosum, ulu disease of 
environmental-genetic interaction [Kraemer] 
541. (My) 

Eosinophilia 

pemphigus vegetans, relationship to eosinophilic 
spongiosis and favorable response to dapsone 
[Pearson] 65 (Ja) 

Eosinophilic Granuloma 

multifocal, with skin ulceration, histiocytosis X 
of Hand-Schiiller-Christian type [Mahzoon] 218 
(Fe) 

Epidermal Growth Factors see Peptides 

Epidermis 

analysis of epidermal fibrous preteins in inflam- 
matory linear verrucous epidermal nevus 
[Adrian] 1179 (00) : 

epidermal ornithine decarboxylase, polyamines, — 
cell proliferation, and tumor promotion [Lowe] 
822 (Jy), correction, 1290 (No) 

hairless mouse as model for evaluating sun- 
screens, prevention of ultraviolet B inhibition 
of epidermal DNA synthesis [Walter] 419 
(Ap) 

psoriatic, effect of therapy on keratin polypep- 
tide profiles of [LeVine] 1028 (Se) 

Epidermolysis Bullosa 

modified technique for eliciting Nikolsky’s sign 
(letter) [Hacham-Zadeh] 160 (Fe) 

necrolytic migratory erythema without gluca- 
gonoma (letter) [Doll] 861 (Au) 

Epitepsy 

generalized morphea, side effect. of valpnats 
sodium? (letter) [Goihman-Yahr] 621 (Je) 

Epithelioma 

superficial, with sebaceous differentiation [Roth- 
ko) 329 (Mr) 

Erysipelas 

recurrent, caused by group B streptococcus: or- 
ganisms [Binniek] 798 (Jy) 

Erythema 

annular, as unusual manifestation of chronic¢ 
disseminated lupus erythematosus [Maciejew- 
ski] 450 (Ap) 

disseminated candidiasis, newer approaches to 
early recognition and treatment [Jacobs] 1277 
(No) 

elevatum diutinum treated with niacinamide and 
tetracycline [Kohler] 693 (Je) 5 

epigastric rosacea [Wilkin] 584 (My) 

erythematous generalized granuloma annülare 
(letter) [Person] 750 (Jy) 

infrared photographic studies of rosacea [Wilkin] 
676 (Je) 





multiple erythematous. nodules as manifestation sü 


of Pseudomonas aeruginosa 
[Schlossberg] 446 (Ap) 
neerolytie migratory, without glucagonoma (let- 
ter) [Doll] 861 (Au) 
scleredema adultorum in diabetic with (letter) 
[Beeaff] 1347 (De) : 
Erythema Induratum see Tuberculosis, Cuta: : 
neous .. 
Erythema Multiforme 


septicemia 


caused by oral furosemide (letter) fZugerman) m 


518 (My) 
photodistribution of [Huff] 477 (Ap) 
topically applied fluocinonide in adhesive base in 





treatment of oral vesiculoerosive diseases He 7 


zada) 898 (Au) 

Erythema Nodosum 

estrogens, pregnancy and [Salvatore] 557 (My) 

migrans in young woman [Rostas] 325 (Mr) 

Erythrocytes 

protoporphyrin levels, effect of oral čatotenoid 
therapy on (letter) [Johnson] 863, (reply) [Poh- 
Fitzpatrick] 864 (Au) - 

Erythroderma ichthyosiforme, Bullous see Skin: 
Diseases, Bullous ; 

Erythropoiesis 

consequences of not diagnosing erythropoietic 


Subject Index ` 






















































“Erythropolesis--Continued 
rotoporphyria [Mathews-Roth] 407 (Ap) 
thropoietic protoporphyria with hepatic cir- 
osis [Wells] 429 (Ap) 

toerythropoietic porphyria [Czarnecki] 307 
ty 





sabling panselerotie morphea of children [Diaz- 


sential Polyarteritis see Periarteritis Nodosa 
trogen Receptors see Receptors, Estrogen 


erythema nodosum, pregnancy and [Salvatore] 
(0057 (My) 
Exchange Transfusion 
< plasma exchange therapy in Lucio’s phenomenon 
— (letter) [Wallach] 1101 (Oc) 
< Exocrine. Glands see Perianal Glands; Seba- 
: ceous Glands; Sweat Glands 
5 Exophthalmos 
in relapsing polychondritis (letter) [Crovato] 383 
oo. (Ap) 

Exotoxins 
staphylococeal, Kawasaki disease and (letter) 
[Person] 986 (Se) 
Extracorporeal Dialysis see Hemodialysis 
Extremities. 
: cutaneous lesions due to Mycobacterium kansasii 
[Bolivar] 207 (Fe) 
: disabling panselerotie morphea of children [Diaz- 
~ Perez] 169 (Fe) 
‘infantile digital fibroma-like tumor in adult [Sar- 
ma] 578 (My) 
- primary oxalosis with livedo reticularis [Greer] 
213 (Fe) 
thyroid acropachy [Goette] 205 (Fe) 


lopian Tubes see also Hysterosalpingogra- 
e dosalpingiosis [Doré] 909 (Au) 


staphylococcal infection in families 


iəseninated. banqilissis, newer approaches to 
‘early recognition and treatment [Jacobs] 1277 
HNO) 
“povidone panniculitis (Kossard) 704 (Je) 
-i Fever Therapy 

heats on [Malkinson] 885 (Au) 

Fibers 
; treatment of pattern baldness with implantation 
` of (etter) [Kohn] 21 (Ja) 
broblasts 
jive cutaneous. hyalinosis, newly recognized 
isease [Niemi] 580 (My) 
role of myofibroblast in Dupuytren’s contracture 
| [James] 807 (Jy) 
‘Fibroma - 
atypical fibroxanthoma of skin with osteoid pro- 
duction [Chen] 113 (Ja) 
dermatoñbromas and systemic lupus erythema- 
 togus (letter) [Kravitz] 1347 (De) 
-infantile digital fibroma-like tumor in adult [Sar- 
cia] 578 (My) 
Fingers 
= thyroid acropachy. [Goette] 205 (Fe) 
Fleas i 
infestation by Tunga penetrans [Zalar] 80 (Ja) 
“Fluocinonide 
: topically- applied, in hühəsiyə base in treatment 
“of oral vesiculoerosiye diseases [Lozada] 898 
— (Au) 
luorescence 
lasma porphyrin, marker for variegate porphy- 
l ( h-Fitzpatriekl 543 (My) 
lunülae with, after tetraeycline therapy 
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Fluorescence—Continued 
[Hendricks] 438 (Ap) 

Fluorescence Microscopy see Microscopy, Flu- 
orescence 

Fluorescent Antibody Technic ° 

bullous eruption of diabetes mellitus, positive 
immunofluorescence microscopy findings 
[James] 1191 (Oc) 

complement-fixing intercellular antibodies in 
cicatricial pemphigoid [Kumar] 812 (Jy) 

cutaneous periarteritis nodosa, immunofluores- 
eence studies [Diaz-Perez] 56 (Ja) 

positive cutaneous immunofluorescence in Grov- 
er’s disease (letter) [Millns] 515 (My) 

pyodermite végétante of Hallopeau, immuno- 
fluorescence studies performed in early disease 
stage [Neumann] 1169 (Oc) 

reliability of indirect immunofluorescence test- 
ing (letter) [Chorzelski] (reply) [Judd] 1228 
(No) 

Fluoroscopy 

basal cell epitheliomas after repeated fluoroseop- 
ic examinations of chest [Madison] 323 (Mr), 
(letter) [Zeligman] 1100 (Oc) 

therapy for actinic keratoses, mental depression 
secondary to (letter) [Milstein] 1100 (Oe) 

Fluorouracil 

cycloheximide as alternative to, for actinic kera- 
tosis (letter) [Milstein] 622 (Te) 

Folie 4 Deux 

factitious ulcers [Hubler] 1803 (No) 

Folliculitis 

follicular occlusion disease with elimination of 
abnormal elastic tissue [Hyland] 925 (Au) 

Follow-Up Studies 

elastosis perforans serpiginosa and other compli- 
cations (letter) [Tschen] 1348 (De) 

Foot 

acral lentiginous melanoma [Coleman] 773 (Jy) 

ciliated plantar cyst [True] 1066 (Se) 

glucose tolerance in pustulosis palmaris et plan- 
taris [Uehara] 1275 (No) 

mucinous syringometaplasia (letter) [Mehregan] 
988 (Se) 

plantar verrucous carcinoma, literature review, 
treatment by Mohs’ chemosurgery technique 
{Swanson} 794 (Jy) 

treatment of palmoplantar psoriasis with topical 
methoxsalen plus long-wave ultraviolet light 
[Abel] 1257 (No) 

Foot Dermatoses 

sebaceous gland on sole of foot in palmar-plantar 
lichen selerosus et atrophicus? (letter) [Rich- 
field] (reply) [Petrozzi] 383 (Ap) 

Freckles see Lentigo 

Freezing see Cryogenic Surgery 

Fungicides, Therapeutic see Antifungal Agents 

Fungus Diseases see Mycoses 

Furosemide 

oral, erythema multiforme caused by (letter) 
[Zugerman] 518 (My) 

Fusarium 

oxysporum, case of nondermatophytie toe ony- 
chomycosis caused by [DiSalvo] 699 (Je) 


G 
Gangrene 
of scalp in temporal arteritis (letter) [Quintanil- 
la] 749 (Jy) 


Gastrointestinal Neoplasms 

polyposis, Torre syndrome with [Schwartz] 312 
(Mr) 

Genetics, Human see Genetics, Medical 

Genetics, Medical 

familial bullous pemphigoid (letter) [Civatte] 157 
(Fe) 

familial koilonychia [Bumpers] 845 (ly) 

familial lichen planus (letter) [Malhotra] 622 
(Je) 

familial mycosis fungoides revisited [Shelley] 


Genetics, Medical—Continued 
1177 (Oc) 

inheritance of psoriasis [Dobson] 657 (Je) 

palmoplantar keratoderma and Charcot-Marie- 
Tooth disease [Rabbiosi] 789 (Jy) 

premature cataracts in family with "hidrotie 
ectodermal dysplasia [Hazen] 1385 (De) 

pseudoatrophoderma colli, familial case [Kauh] 
1181 (Oc) 

Torre’s syndrome as phenotypic expression. of 
cancer family syndrome (letter) [Fusaro] 986 
(Se) 

trizygotic triplets and dizygotic twins in family i 
with psoriasis [Cutler] 718 (Je) 

xeroderma pigmentosum, prototype. disease of 
environmental-genetic interaction [Kraemer] 
541 (My) 

Genitalia 

bowenoid papulosis of (letter) [Fleury] (reply) 
[Wade] 274 (Mr), (letter) [Wade] 1229 (No) 

Genitalia, Female see Hysterosalpingography 

Giant Cell Arteritis see Temporal Arteritis 

Glomerulonephritis see also Kidney Failure, 
Chronic 

severe bullous eruption occurring in patient with 
chronic active hepatitis and [Breathnach] 1061 
(Se) 

Glomerulosclerosis, Focal see Glomerulone- 
phritis 

Glossitis 

hypertrophic, in secondary 
[Kahn] 1103 (Qe) 

Glucagon 

necrolytic migratory erythema without gluca- 
gonoma (letter} [Doll] 861 (Au) 

Glucose 

tolerance in pustulosis palmaris et plantaris 
[Uehara] 1275 (No) 

Goiter 

partial unilateral lentiginosis [Thompson] 346 
(Mr) 

Gold 

granuloma annulare and therapy with (letter) 
[Rothwell] 863 (Au) 

Gram-Negative Bacteria 

suprainfection in acne, topical treatment of [Kin- 
ney] 597 (My) 

Granuloma 

annulare and gold therapy (letter) [Rothwell] 863 
(Au) 

annulare, erythematous generalized (letter) [Per- 
son] 750 (Jy) 

annulare, generalized, treatment with dapsone 
(letter) [Saied] 1345 (De) 

cutaneous, in malignant lymphoma [Randle] 441 
(Ap) 

disseminated cutaneous, 
[Magnon] 355 (Mr) 

skin, electron-probe microanalysis, aid in study 
of [Andres] 1272 (No) 

Granuloma, Eosinophilic see Eosinophilic 
Granuloma 

Granuloma, Hodgkin’s see Hodgkin’s Disease 

Granuloma, Malignant see Hodgkin’s Disease 

Griseofulvin 

20 years of therapy with (letter) [Mackaman] 
1100 (Oc) 

Grover”s Disease 

positive cutaneous immunofluoreseence in (let- 
ter) [Millns] 515 (My) 











syphilis (letter) 





from BCG therapy 


H 


Hair 

changes in acrodermatitis enteropathica (letter) 
[Burkhart] 384 (Ap) 

effluvium vs defluxion (letter) [Derbes] 21 (Ja) 

giant pilar tumor of scalp [Casas] 1395 (De) 

trichothiodystrophy, sulfur-deficient brittle hair 
as marker for neuroectodermal symptom com- 
plex [Price] 1375 (De) 
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ry Cell Leukemia see Leukemia, Hairy Cell 
allopeau"s Pyodermite Vegetante 
immunofluorescence studies performed in early 
disease stage [Neumann] 1169 (Oc) 

nd 


‘acral lentiginous melanoma [Coleman] 773 (Jy) 

glucose tolerance in pustulosis palmaris et plan- 

taris [Uehara] 1275 (No) 

keratosis punctata of palmar creases [Weiss] 669 
(Je) 

nevoid basal cell carcinoma syndrome, multiple 

basal cell carcinomas of palms after radiation 

therapy [Golitz] 1159 (Oc) 

treatment of palmoplantar psoriasis with topical 

methoxsalen plus long-wave ultraviolet light 

[Abel] 1257 (No) 

treatment of tinea nigra palmaris with micona- 

zole [Marks] 321 (Mr) 

Hand Dermatoses 

sebaceous gland on sole of foot in palmar-plantar 

lichen sclerosus et atrophicus? (letter) [Rich- 

field) (reply) [Petrozzi] 383 (Ap) 

Hand-Schiller-Christian Syndrome 

multifocal eosinophilie granuloma with skin 

ulceration, histiocytosis X type of [Mahzoon] 

218 (Fe) 

Heat 

` heat's on [Malkinson] 885 (Au) 

response of chronic psoriatic plaques to localized 

heating induced by ultrasound [Orenberg] 893 

(Au) 

Helper Cells see T-Lymphocytes 

Hemangioendothelioma 

malignant proliferating angioendotheliomatosis 

{Kauh] 803 (Jy) 

Hemangioma 

cutaneous chylous reflux (letter) [Mishkel] 272 
(Mr) 

Hemangioma, Cavernous 

adult-onset, clinical differentiation from nodular 

malignant melanoma [Bondi] 299 (Mr) 

Hemodialysis 

porphyria cutanea tarda associated with chronic 

renal disease and [Poh-Fitzpatrick] 191 (Fe) 

primary oxalosis with livedo reticularis [Greer] 
218 (Fe) 

Hepatic Cirrhosis see Liver Cirrhosis 

Hepatitis 

chronic active, and glomerulonephritis, severe 

bullous eruption occurring in patient with 

[Breathnach] 1061 (Se) 

Hepatitis, Toxic 

methotrexate hepatotoxicity in psoriasis, consid- 

eration of liver biopsies at regular intervals 

(Robinson) 413 (Ap) 

Hereditary Diseases 

acrodermatitis enteropathica in adult [Graves] 
562 (My) 

hepatoerythropoietic porphyria [Czarnecki] 307 
(Mr) 

incontinentia pigmenti, 

[Wiklund] 701 Ge) 

inheritance of psoriasis [Dobson] 657 (Je) 

palmoplantar keratoderma and Charcot-Marie- 

Tooth disease [Rabbiosi] 789 (Jy) 

“Herpes Gestationis 

associated with C3 nephritic factor [Grimwood] 
1045 (Se) 

Herpes Simplex 

acyclovir topical therapy of cutaneous infection 

-o in guinea pigs [Park] 672 (Je) 

chronic infection in cutaneous T-cell lymphomas 

— [Vonderheid] 1018 (Se) 

herpetism [Blank] 115:1440 (De), correction, 
116:300 (Mr) 

Herpes Zoster 

“in 4-month-old. infant (letter) [Laude] 160 (Fe) 

progressive zosteriform macular pigmented le- 

sions (letter) [Simões] 20 (Ja) 
serum copper levels in (letter) [Burkhart] 749 

öy) 


4-generation study 
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Herpes Zoster—Continued 

zosteriform lentiginous nevus [Ruth] 478 (Ap) 

Herpes Zoster Virus see Varicella-Zoster Virus 

Herpesvirus Varggipe see Varicella-Zoster 
Virus 

Hexachlorobenzene see Chiorobenzenes 

Hidradenitis Suppurativa 

follicular occlusion disease with elimination of 
abnormal elastic tissue [Hyland] 925 (Au) 

Hirschsprung’s Disease see Megacolon 

Histamine 

cold urticaria, dissociation of cold-evoked release 
of, and urticaria following cold challenge [Kea- 
hey} 174 (Pe) 

Histiocytes 

true histiocytic lymphoma [Furukawa] 915 (Au) 

Histiocytoma 

eruptive, of childhood [Winkelmann] 565 (My) 

Histiocytosis X 

of Hand-Sehüller-Christian type, multifocal eo- 
sinophilie granuloma with skin ulceration 
[Mahzoon] 218 (Fe) 

Hives see Urticaria 

HL-A Antigens 

familial bullous pemphigoid (letter) [Civatte] 157 
(Fe) 

Hodgkin’s Disease 

cutaneous granulomas in malignant lymphoma 
[Randle] 441 (Ap) 

skin infiltration in [Gordon] 1038 (Se) 

Horses 

equestrian cold panniculitis in women [Beacham] 
1025 (Se) 

Hyalin Substance 

massive cutaneous hyalinosis, newly recognized 
disease [Niemi] 580 (My) 

Hydroa Vacciniforme 

beta carotene therapy (letter) [Simões] 619 (Je) 

Hydrocortisone 

percutaneous absorption of, increases with long- 
term administration, in vivo studies in rhesus 
monkeys [Wester] 186 (Fe) 

Hydrofluoric Acid 

acute onycholysis from rust-removing agents 
(letter) [Baran] 382 (Ap) 

Hydroxychlorochin see Hydroxychioroquine 

Hydroxychloroquine 

antimalarial agents, review [Tanenbaum] 587 
(My) 

treatment of porphyria cutanea tarda [Malkin- 
son) 1147 (Qc) 

Hypercaicemia 

idiopathic, subcutaneous fat necrosis of newborn 
and [Thomsen] 1155 (Oc) 

Hyperlipemia 

Kyrle"s disease and type II hyperlipoproteinemia 
[Tomecki] 227 (Fe) 

Hyperlipoproteinemia see Hyperlipemia 

Hyperplasia see also Precancerous Conditions 

possible papillary endothelial, vs İymphangiosar- 
coma within preexisting lymphangioma cir- 
cumseriptum (letter) [Cooper] 751, (reply) 
[King] 752 (Jy) 

Hypersensitivity, Delayed 

immunologie evaluation in mycosis fungoides, 
before and after PUVA therapy [Kubba] 178 
(Fe) 

lack of delayed reaction in presence of cell- 
mediated immunity in trichophytin hypersen- 
sitivity [Hunziker] 1266 (No) 

Hypersensitivity, Immediate 

to seminal fluid and atopic dermatitis [Mathias] 
209 (Fe) 

Hypertension 

captopril-induced eruption, possible mechanism, 
cutaneous kinin potentiation [Wilkin] 902 
(Au) 

Hyperthyroidism 

thyroid acropachy [Goette] 205 (Fe) 

Hypertrichosis 

hairy elbows (letter) [Warner] 19 (Ja) 


Hypertrophy 

hypertrophic glossitis in secondary syphilis (let- 
ter) [Kahn] 1103 (Oc) 

Hypotrichosis see Alopecia 

Hysterectomy 

recurrent erysipelas caused by group B strepto- 
coccus organisms [Binnick] 798 (Jy) 

Hysterosalpingography 

cutaneous reactions at test sites of iodine- <i 
containing contrast medium (letter) 1 . 
nabe) 157 (Fe) 


ichthyosis : 

acquired, with systemic lupus erythematosus 
[Duvie] 952 (Au) 5 

elevation of serum triglyceride levels from oral 
isotretinoin in disorders of keratinization 
[Katz] 1369 (De) 








IgA R 
psoriasis associated with selective IgA deficiency ” 
(letter) (Sagransky] 750 (Jy) 
İgE 
in serum and on mast cells in bullous pemphigoid 
[Nieboer] 555 (My) 
igG 
complement-fixing intercellular antibodies--in 
cicatricial pemphigoid [Kumar] 812 (Jy) : 
İgM i 
cutaneous macroglobulinosis [Hanke] 575 (My) 
cutaneous periarteritis nodosa, immunofluores- 
cence studies İDiaz-Perez) 56 Ga) 
immunity, Cellular see also T-Lymphocytes 
diminished immune response in. sap-dam i 
skin fO”Dell) 559 (My) 
in presence of cell-mediated immunity in tı 
phytin hypersensitivity, lack of delayed : ac- 
tion in [Hunziker] 1266 (No) i 
role of Langerhans’ cells in [Katz] 1361 (De 
İmmunoblastic Lymphadenopathy 
cutaneous manifestations of angioitminünöbl 
lymphadenopathy [Seehafer] 41 (Ja) : 
İmmunofluorescence Technic see Fluorescent: 
Antibody Technic 
immunoglobulins 
cutaneous plasmacytoma? (letter) [Barr] (reply 
İCanlas) 381 (Ap) ; 
familial lichen planus (letter) [Malhotra]. 622 
(Je) 
lymphoma and gammopathy (letter) [Bonafe] 384 
(Ap) 7 
positive cutaneous immunoflucreseeniee: in Gr 
er's disease (letter) [Milns] 515 (My). 
Immunologic Deficiency Syndromes 
syndrome of multiple immune autoreset 
breakdown in immune régulation, [Diaz] 77 
(Ja) 
immunology 
circumseribed scleroderma with imminilogi¢e evi- 
dence of systemic lupus erythematosus, cas 
report, literature review [Mitchell] 69: (Ja) 
evaluation in mycosis fungoides, before and afte 
PUVA therapy [Kubba] 178 (Fey - 
İmmunosuppression 
disseminated candidiasis, newer approaches 5 
early recognition and treatment ə aeobs] 1277 i 
(No) 
long-term, verrucous carcinoma. in renal tra 
plant patient after [Turner]: 1074 (Se): 
serum: copper levels- in herpes zoster (de 
[Burkhart] 749 (Jy) : 
inclusion Bodies: see Cellular Inclusions 
incontinentia Pigmenti . .- 
4-generation study [ Wiklund] 701 ge). 
Infant 
cutaneous mucinosis of infaney {Lum 198 E 
infant, Newborn : 7 
cutis” marmorata ‘telangiectatica congenita. or 
neonatal lupus (letter) [Greist] 1102 (Oc): . 
subcutaneous ‘fat. necrosis of, and” idiopathic — 












































” Subiet tl dex . 









nfant, NewborisContinued 
percaleemia [Thomsen] 1155 (Oc) 



























cutaneous reactions at test sites of iodine- 
containing contrast medium (letter) [Wata- 


Isotretinoin see Tretinoin 
‘Itching see Pruritus 


Jaundice, Obstructive 
erythropoietic protoporphyria with hepatic eir- 
rhosis { Wells] 429 (Ap) 








gas n Hartford County, Connecticut, 
972 to 1977 [Simon] 1035 (Sey 


igmentation with doxorubicin therapy (letter) 
3 (Mr) 

sori arthropathy associated with selective 
i gA deficiency (letter) [Sagransky] 750 (Jy) 

K 


K posis Disease see Xeroderma Pigmento- 





arə ‘Sarcoma see Sarcoma, Kaposi’s 
aki Disease 
pieoceneal exotoxins (letter) [Person] 986 


zur and methotrexate (letter) 
158 (Fe) 


Tapy. on keratin polypeptide profiles 
ic epidermis [LeVine] 1028 (Se) 
“serum ‘triglyceride levels from oral 
noin in disorders of- keratinization 
41 1869. (De) 

‘oral warty dyskeratoma [Harrist] 929 (Au) 
Keratoacanthoma .. 

ultiple, associated with steatocystoma multi- 
lex and rheumatoid arthritis Sohn] 913 (Au) 













chr iena as w 
laciejewski] 450 (Ap) 
i ER leukokeratosis of areolae and abdomen 


lupus erythematosus 


(Mil 
: benign lichenoid [Goette] 780 (Jy9 
Dewenoid papulosis of genitalia (letter) [Fleury] 


elevation ‘of serum triglyceride levels from oral 

" isotretinein -in disorders. of keratinization 

[Katz] 1960 (De) 

ruptive seborrheic, pemphigus foliaceus resem- 

: bling Peel 815 ay 
ti 
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Keratosis—Continued 

mucinous syringometaplasia (letter) [Mehregan] 
988 (Se) 

pitted keratolysis, new form@giigeatment (letter) 
[Burkhart] 1104 (Oc) 

punctata of palmar creases | Weiss] 669 (Je) 

Keratosis Blennorrhagica see Keratosis 

Keratosis Follicularis 

elevation of serum triglyceride levels from oral 
isotretinoin in disorders of keratinization 
[Katz] 1369 (De) 

Kyrle"s disease and type 11 hyperlipoproteinemia 
[Tomecki] 227 (Fe) 

Keratosis Palmaris et Plantaris 

palmoplantar keratoderma and Charcot-Marie- 
Tooth disease [Rabbiosi] 789 (Jy) 

sebaceous gland on sole of foot in palmar-plantar 
lichen selerosus et atrophicus? (letter) [Rich- 
field] (reply) [Petrozzi] 383 (Ap) 

Ketoconazole 

treatment of chronic mucocutaneous candidiasis 
[Graybill] 1137 (Oc) 

Kidney, Artificial see Hemodialysis 

Kidney Failure, Acute see Hemodialysis 

Kidney Failure, Chronic see also Hemodialysis 

porphyria cutanea tarda associated with hemodi- 
alysis and {Poh-Fitzpatrick] 191 (Fe) 

Kidney Transplantation 

cutaneous lesions due to Mycobacterium kansasii 
[Bolivar] 207 (Fe) 

verrucous carcinoma in patient after long-term 
immunosuppression [Turner] 1074 (Se) 

Kinins 

captopril-induced eruption, possible mechanism, 
cutaneous kinin potentiation [Wilkin] 902 
(Au) 

Koilonychia 

familial [Bumpers] 845 (Jy) 

Kyrie’s Disease 

and type II hyperlipoproteinemia [Tomecki] 227 
(Fe) ” 


Lactones 

sesquiterpene lactone dermatitis, cross-sensitivi- 
ty in costus-sensitized patients [Epstein] 59 
(Ja), correction, 574 (My) 

Langerhans Celis 

role in immunity [Katz] 1361 (De) 

LE Cells see Antinuclear Factors 


pretibial myxedema, recurrence after skin graft- 
ing [Kucer} 1076 (Se) 

Leishmaniasis 

ease history and treatment failure with rifampin 
(letter) [White] 620 (Je) 

cutaneous, failure of rifampin therapy to cure 
(letter) [Bygbjerg] 988 (Se) 

Lentigo 

acral lentiginous melanoma [Coleman] 773 (Jy) 

amelanotie lengito maligna melanoma? (letter) 
[Wells] 749 (Jy) 

maligna amelanotic [Su] 82 (Ja) 

nevi, lentigines, and melanomas in blacks [Cole- 
man] 548 (My) 

partial unilateral lentiginosis [Thompson] 356 
(Mr) 

reinvestigation of solar lentigines [Montagna] 
1151 (Qc) 

zosteriform lentiginous nevus [Ruth] 478 (Ap) 

Leprosy 

Lucio’s phenomenon [Pursley] 201 (Fe); plasma 
exchange therapy in (letter) [Wallach] 1101 
(Oc) 

Leser-Trélat Sign 

ease with adenocarcinoma of duodenum [Curry] 
1059 (Se) 

pemphigus foliaceus resembling eruptive seb- 
orrheic keratoses [Bruckner] 815 (Jy) 








Leukemia, Granulocytic see Leukemia, , Myelo- 5 
cytic ; 

Leukemia, Hairy Cell —“ 

vaseulitis associated’ with [Rudolph] 1077: (Se) 7: 

Leukemia, Myeloeytic : 7 

granuloeytic sarcoma of skin [Sun] 800- (3y): E 

Leukemia, Myelocytic, Chronic see Leukemia, ` 
Myelocytic : 

Leukemia, Myelogenous, Chronic see Leuke- 
mia, Myelocytic 

Leukemia, Naegeli Type see Leukemia, Myelo- 
eytic i 

Leukemic Reticuloendotheliosis see Leukemia, 
Hairy Cell 

Leukocytes 

Lucio’s phenomenon [Pursley] 201 (Fe): plasma 
exchange therapy in (letter) [Wallach] -1101 
(Oc) 

Leukoderma 

annular, mimicking leukoderma acquisitum cen- 
trifugum, basal cell carcinoma with [Johnson] 
352 (Mr) 

perioral, simulating vitiligo from use of tooth- 
paste containing cinnamic aldehyde [Mathias] 
1172 (Oc) 

Leukoedema 

of oral mucosa, possibly acquired white sponge 
nevus [Duncan] 906 (Au) 

Levodopa 

administration and multiple primary cutaneous 
melanomas [Bernstein] 1041 (Se) 

Libman-Sacks Disease see Lupus Erythemato- 
sus, Systemic 

Lichen 

amyloidosis, old and new barbarisms (letter) [Ar- 
nold] (reply) [Malkinson] 1347 (De) 

Lichen Aureus 

report of 2 patients with [Abramovits] 1183 
(Oc) 

Lichen Planus 

benign lichenoid keratosis [Goette] 780 (Jy) 

familial (letter) [Malhotra] 622 (Je) 

topically applied fluocinonide in adhesive base in 
treatment of oral vesiculoerosive diseases [Lo- 
zada) 898 (Au) 

uleerative, follow-up of surgical excision and 
grafting [Crotty] 1252 (No) 

Lichen Sclerosus et Atrophicus 

palmar-plantar, sebaceous gland in (letter) [Rich- 
field) (reply) [Petrozzi] 383 (Ap) 

Light see Photochemotherapy; Photosensitivity 
Disorders : 

Limbs see Extremities 

Lindane 

toxicity (letter) [Rasmussen] (reply) [Hansen] 
1226 (No) 

Lip 

contact urticaria from cinnamic aldehyde [Ma- 
thiasl 74 (Ja) 

Lip Neoplasms 

squamous cell carcinoma arising in lesions of 
discoid lupus erythematosus in black persons 
[Keith] 315 (Mr) 

Lipidosis see Lipoidosis 

Lipids 

cutaneous hypermelanosis and intramelanotie 
lipid droplets [Ortonne] 301 (Mr) 

topical clindamycin treatment of acne, clinical, 
surface lipid composition, and quantitative sur- 
face microbiology response [Thomsen] 1031 
(Se) 

Lipiodol see lodized Oils 

Lipoatrophy see Lipodystrophy 

Lipodystrophy 

localized lipoatrophy (atrophic connective tissue 
disease panniculitis) [Peters] 1363 (De) 

Lipoidosis 

massive cutaneous hyalinosis, newly recognized 
disease [Niemi] 580 (My) 

Lipoidproteinosis see Lipoidosis 

Lipoiodine see lodized Oils 


Subject index — 1423 

















- Lipoma 


“deletion of chromosome 11 in babies with Miche- 
lin. Tire syndrome (letter) [Burgdorf] 621, (re- 
piy) [Gardner] 622 (Je) 

Livedo Reticularis 

primary oxalosis with [Greer] 213 (Fe) 

Liver . 

methotrexate hepatotoxicity in psoriasis, consid- 
eration of liver biopsies at regular intervals 
[Robinson] 413 (Ap) 

Liver Cirrhosis 

erythropoietic protoporphyria with [Wells] 429 
(Ap) 

Liver Diseases 

consequences of not diagnosing erythropoietic 
protoporphyria [Mathews-Roth] 407 (Ap) 

hepatoerythropoietic porphyria [Czarnecki] 307 
(Mr) 

Lucio’s Phenomenon 

vascular damage may be due to direct invasion of 
Mycobacterium leprae [Parsley] 201 (Fe); plas- 
ma exchange therapy in (letter) [Wallach] 1101 
(Oc) 

Lung 

disabling pansclerotic morphea of children İDiaz- 

Perez] 169 (Fe) 

Lupus 

neonatal, cutis marmorata telangiectatica con- 
genita or (letter) [Greist] 1102 (Oc) 

Lupus Erythematosus, Discoid 

chronic disseminated, annular erythema as un- 
usual manifestation of [Maciejewski] 450 
(Ap) 

coexistence of psoriasis and, analysis of 27 cases 
İMilins) 658 (Je) 

localized, cutaneous caleinosis in [Ueki] 196 (Fe) 

squamous cell carcinoma arising in lesions of, in 
black persons [Keith] 315 (Mr) 

Lupus Erythematosus, Disseminatus see Lupus 
Erythematosus, Systemic 

Lupus Erythematosus, Systemic 

acquired iehthyosis with [Duvic] 952 (Au) 

circumscribed scleroderma with immunologic evi- 
dence of, case report, literature review [Mit- 
chell] 69 (Ja) 

coexistence of psoriasis and, analysis of 27 cases 
{Millns] 658 (Je) 

dermatofibromas and (letter) [Kravitz] 1347 
(De) 

Lyell’s Syndrome see Epidermal Necrolysis, 
Toxic 

Lymph Node Excision 

recurrent erysipelas caused by group B strepto- 
cöccüs organisms [Binnick] 798 (Jy) 

Lymph Nodes 

cutaneous granulomas in malignant lymphoma 
[Randle] 441 (Ap) 

Lymphadenopathy, immunoblastic see Immu- 
noblastic Lymphadenopathy 

Lymphangioma 

possible papillary endothelial hyperplasia vs lym- 
phangiosareoma within preexisting İymphan- 
gioma cireumseriptum (letter) [Cooper] 751, 
(reply): [King] 752 (Jy) 

Lymphangiosarcoma 

: possible papillary endothelial hyperplasia vs lym- 
phangiosarcoma within preexisting lymphan- 
gioma circumscriptum (letter) [Cooper] 751, 
(reply) [King] 752 (Jy) 

Lymphatic Diseases 

Kawasaki disease and staphylococcal exotoxins 
(etter) [Person] 986 (Se) 

Lymphatic Metastasis 

regressed primary malignant melanoma with 
regional metastases [Pellegrini] 585 (My) 

Lymphatic System 

2 ehylous reflux (letter) [Mishkel] 272 
(Mr) 

Lymphedema 

cutaneous: chylous reflux (letter) {Mishkel] 272 
(Mr) 
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Lymphedema—Continued 

recurrent erysipelas caused by group B strepto- 
coccus organisms [Binnick] 798 (Jy). 

Lymphocyte Coggeition see T-Lymphocytes 

Lymphocytes * 

localized lipoatrophy (atrophic connective tissue 
disease panniculitis) [Peters] 1863 (De) 

lymphocyte cyelie nucleotide and prostaglandin 
content in psoriasis [Harpaz] 427 (Ap) 

T-Lymphocytes 

chronic herpes simplex infection in cutaneous 
‘T-cell lymphomas [Vonderheid] 1018 (Se) 

herpes zoster-varicella in cutaneous T-cell lym- 
phomas [Vonderheid] 408 (Ap) 

immunologic evaluation in mycosis fungoides, 
before and after PUVA therapy [Kubba] 178 
(Fe) 

suppressor cell function in psoriasis [Sauder] 51 
(Ja) 

Lymphocytoma see Lymphosarcoma 

Lymphogranuloma, Malignant see Hodgkin's 
Disease 

Lymphoid Cells see Lymphocytes 

Lymphoid Tissue see Tonsil 

Lymphoma 

and gammopathy (letter) [Bonafe] 384 (Ap) 

connective tissue panniculitis [Winkelmann] 291 
(Mr) 

cutaneous T-cell, chronic herpes simplex infee- 
tion in [Vonderheid] 1018 (Se) 

cutaneous T-cell, herpes zoster-varicella in [Von- 
derheid] 408 (Ap) 

Lennert’s, cutaneous involvement in [Roundtree] 
1291 (No) 

malignant, cutaneous granulomas in [Randle] 441 
(Ap) 

of skin, multiple cutaneous careinomas and fCoh- 
en] 687 (Je) 

true histiocytic [Furukawa] 915 (Au) 

Lymphosarcoma 

large cell lymphocytoma [Duncan] 1142 (Oc) 


M 
Macroglobulinemia 
cutaneous macroglobulinosis (Hanke) 575 (My) 
Maduromycosis 


further information on mycetomas (letter) {Har- 
man] (reply) [Picou] 619 (Je) 

Manuscripts 

reviewers for 1979 [Malkinson] 771 (Jy) 

Mast Cells 

IgE in serum and on, in bullous pemphigoid 
İNieboer) 555 (My) 

Mastocytosis see Urticaria Pigmentosa 

Maternal-Fetal Exchange 

herpes zoster in 4-month-old infant (letter) 
[Laude] 160 (Fe) 

Mechlorethamine Hydrochtoride 

solutions and ointment, prolonged stability and 
biological activity [Taylor] 783 (Jy) 

Medical Records 

problem-oriented, in dermatology (letter) [Gold- 
enhersh] 751 (Jy) 

Medical Records, Problem Oriented see Medi- 
cal Records 

Megacolon 

piebaldness with Hirschsprung’s disease (letter) 
(Mahakrishnan) 1102 (Qc) 

Melanocytes 

cutaneous hypermelanosis and intramelanotie 
lipid droplets [Ortonne] 301 (Mr) 

giant congenital neuroid melanocytic nevus [Sol- 
omon] 318 (Mr) 

idiopathic guttate hypomelanosis, ultrastructural 
study [Ortonne] 664 (Je) 

management of congenital melanoeytic nevi [Sol- 
omon] 1017 (Se) 

reinvestigation of solar lentigines [Montagna] 
1151 (Qc) 

zosteriform lentiginous nevus [Ruth] 478 (Ap) 


Melanoma 

acral lentiginous [Coleman] 773 (Jy) : 

amelanotie lentigo maligna? (letter) [Wells] 749 
(dy) 

in Africans (letter) [Rampen] (reply) [Onwukwe] 
159 (Fe) 

malignant, growth dynamics of, photodocumen-. 
tary investigation [Paul] 182 (Fe) 

malignant, more on vitiligo and (letter) [Paslini] 
516, (reply) [Nordlund] 517 (My) s 

malignant, originating from intradermal nevi. 
[Benisch] 696 (Je) a 

multiple primary cutaneous, levodopa adminis- 
tration and F Bernstein] 1041 (Se) > 

nevi, lentigines and, in blacks [Coleman} ms Te 
My) 

nodular malignant, clinical differentiation’ of 
adult-onset cavernous angioma from [Bond 
299 (Mr) : 

regressed primary malignant, with regional 
metastases [Pellegrini] 585 (My) 

Melanosis 

amelanotic lentigo maligna (Su) 82 (Ja) ; 

cutaneous hypermelanosis and intramelanotie.: 
lipid droplets [Ortonne] 301 (Mr) 

idiopathic guttate hypomelanosis, ultrastructural 
study TOrtonne) 664 (Je) a 

Meleda Disease see Keratosis Palmaris et Plan: 0 
taris yE 

Melphalan 77 

therapy in treatment of seleromyxedema: (etter foe 
[Chanda] 862 (Au) oh 

Mepacrine see Quinacrine 

Metabolism 

zine compound test [Neldner] 39 Ga): 

Metastasis see Neoplasm Metastasis 

Methotrexate 

hepatotoxicity in psoriasis, consideration 
biopsies at regular intervals [Robie 
(Ap) 

psoriasis, oligospermia and [Sussman] 215 (Fe). 

treating keloids by surgery and (letter) Pre ş 
wukwe] 158 (Fe) 

Methoxsalen ə 

effect of therapy on keratin polypeptide profi 
of psoriatic epidermis [LeVine] 1028 (Se): 

immunologic evaluation in mycosis fungoic 
before and after PUVA therapy {Kubba] W 
(Fe) 

phototoxie reactions to photoactive druga i 
patients treated with PUVA: [Stern] 
(No) 

reponse of psoriatic nails to: oral photoche nO 

therapy [Marx] 1028 (Se) : 

topical, plus long-wave ultraviolet tight, treat iy 
ment of palmoplantar psoriasis with [Abel] Ki 
1257 (No) 

Methoxypsoralen see Methoxsalen 

Mice 

hairless mouse as mödel for evaluating sun- 
screens, prevention of ultraviolet B inhibition 
of epidermal DNA -synthesis [Watter] a9 . 
(Ap) ; 

Miconazole 

treatment of tinea nigra palmaris with [Marks] 
321 (Mr) 

Microscopy 

cutaneous periarteritis nodosa, immuno 
cence studies [Diaz-Perez] 56 Ga) : 

light and ultrastructural study of reactive pe: 
rating collagenosis: İFretzin) 1054 (66) 7 

Microscopy, Electron - 

cutaneous macroglobulinosis Hanke BT My) 

light. and ultrastructural study of reactive pe 
rating collagenosis [Fretzin] 1054 Se) 

Microscopy, Electron, Scanning : 

electron-probe. microanalysis, aid in study of skin 5 
granulomas [Andres] 1272 (No) - : : 

Microscopy, Fluorescence- : 

annular erythema as ‘unusual manifestation: of 
chronic disseminated Tapus erythematosus E 
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İlcroscepy, Fluorescence—Continued 

iejewski] 450 (Ap) 

us macroglobulinosis [Hanke] 575 (My) 
m and-ön mast cells in bullous pem- 
jeboer] 555 (My) 

orum : 

tions of nails (letter) TTüzün) 620 (Te) 
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rgëry 
scopieally controlled surgery for carcinomas 
owith: nevold basal cell carcinoma 
Mohs] 777 (Jy) 








pigmentation secondary to 































itis rooney 435 (Ap); A NA in humans 
etter) [Kunkle] 1345 (De) 

s" Technique see Chemosurgery 

İluscum Contagiosum 

ntaneons disappearance of [Steffen] 923 


Ootie containing cinnamie aldehyde 
... 172 (Oe). 


inosis of infaney TLum) 198 (Fe) 
cutaneous Lymph Node Syndrome see 
mphatic Diseases 

ultiple Myeloma 

bullous dermatosis and, monoclonal anticytoplas- 
mic antibody activity [Vincendeau] 681 Ge) 
isseminated: cutaneous granulomas. from BCG 
_ therapy [Magnon] 355 (Mr) 

h cutaneous involvement [Tschen] 1394 (De) 


pansclerotic morphea of children [Diaz- 
9 (Fe) 

disseminated candidiasis, newer ap- 
to early recognition and treatment 


dc alopecia caused by pyridostigmine bromide 
ə 1103 (Oe) 


s ides 
İ revisited: [Shelley] in (0e) 
zoster-varicella: in cutaneous T-cell lym- 


Mycosis Fungoides—Continued 


immunologic evaluation in, before and after 
PUVA therapy [Kubba] 178 (Fe) 

mechlorethamine solutions end ointment, pro- 
longed stability and biologi@#factivity [Taylor] 
783 ( Jy) 

Myeloma, Plasma Cell see Multiple Myeloma 

Myeloma Proteins 

bullous dermatosis and myeloma, monoclonal 
antieytoplasmie antibody activity [Vincen- 
deau) 681 (Je) 

Myositis 

relationship of dermatomyositis and polymyosi- 
tis to internal malignancy [Callen] 295 (Mr) 

Myxedema 

melphalan therapy in treatment of scleromyx- 
edema (letter) [Chanda] 862 (Au) 

pretibial, recurrence after skin grafting [Kucer] 
1076 (Se) 


Nails 

acute onycholysis from rust-removing agents 
(letter) [Baran] 382 (Ap) 

Beau’s lines, association with pustular psoriasis 
and telogen effluvium [Burkhart] 1190 (Oc) 
case of nondermatophytic toe onychomycosis 
caused by Fusarium oxysporum [DiSalvo] 699 

(Je) 

congenital malalignment of big toenail (letter) 
[Baran] 1346 (De) 

dystrophy of great toenail (letter) [Vasily] 19 
(Ja) 

familial koilonychia [Bumpers] 845 (Jy) 

microsporum infections of (letter) [Tüzün] 620 
(Je) 

occupational koilonychia (letter) [Smith] 861 
(Au) 

pigmentation with doxorubicin therapy (letter) 
fOrr) 273 (Mr) 

psoriatic, response to oral photochemotherapy 
[Marx] 1023 (Se) 

triangular lunulae, clue to nail-patella syndrome 
[Daniel] 448 (Ap) 

trichothiodystrophy, sulfur-deficient brittle hair 
as marker for neuroectodermal symptom com- 
plex [Price] 1375 (De) 

20-nail dystrophy in adults (letter) [Bruynzeel] 
862 (Au) 

20-nail dystrophy of alopecia areata [Horn] 573 
(My) 

yellow lunulae with fluorescence after tetracy- 
eline therapy [Hendricks] 438 (Ap) 

Nannizzia see Microsporum 

Necrosis 

connective tissue panniculitis [Winkelmann] 291 
(Mr) 

Lucio’s phenomenon [Pursley] 201 (Fe), plasma 
exchange therapy in (letter) [Wallach] 1101 
(Ov) 

skin, from coumarin [Schleicher] 444 (Ap) 

subcutaneous fat, of newborn and idiopathic 
hypercalcemia [Thomsen] 1155 (Oc) 

Necrotizing Arteritis see Periarteritis Nodosa 

Negroes see Blacks 

Neoplasm Metastasis 

regional, regressed primary malignant melano- 
ma with [Pellegrini] 585 (My) 

umbilical metastasis from carcinoma of pancreas 
[Chatterjee] 954 (Au) 

Neoplasm Regression, Spontaneous 

bowenoid papulosis of genitalia (letter) [Fleury] 
(reply) [Wade] 274 (Mr), (letter) [Wade] 1229 
(No) 

spontaneous disappearance of molluscum conta- 
giosum [Steffen] 923 (Au) 

Neoplasms see also Precancerous Conditions 

Bowen's and non-Bowen’s squamous intraepider- 
mal neoplasia of skin, relationship to internal 


Neoplasms—Continued 
malignaney [Callen] 422 (Ap) 57 
epidermal ornithine decarboxylase, polyamines, eee 
cell proliferation, and tumor promotion [Lowe] ce 
822 (Jy), correction, 1290 (No) . 
heat’s on İMalkinson) 885 (Au) : 
relationship of dermatomyositis and polymyosi- 
tis to internal malignancy [Callen] 295 (Mr). 


visceral, sebaceous neoplasms associated with iə) 


fHousholder) 61 (Ja) 

Neoplasms, Multiple Primary 

cutaneous melanomas, levodopa administration 
and [Bernstein] 1041 (Se) 

multiple clear cell acanthomas [Trau] 433 (Ap): 

multiple cutaneous carcinomas and lymphomas 
of skin [Cohen] 687 (Je) 

multiple keratoacanthomas associated with stea- 
tocystoma multiplex and rheumatoid arthritis 
[Sohn] 913 (Au) 

sebaceous neoplasms associated with visceral car- 
cinomas [Housholder] 61 (Ja) 

Torre’s syndrome as phenotypic expression of 
cancer family syndrome (letter) [Fusaro] 986 
(Se) 

Neoplasms, Radiation-Induced 

basal cell epitheliomas after repeated fluoroseop- 
ic examinations of chest [Madison] 323 (Mr), 
(letter) [Zeligman] 1100 (Oc) 

Nephritis 

herpes gestationis associated with C3 nephritic 
factor [Grimwood] 1045 (Se) 

Nervous System Neoplasms 

perineural invasion by keratoacanthoma [Lapins} 
791 (Jy) 

Neurodermatitis, Atopic see Dermatitis, Atopic 

Neurodermatitis, Disseminated see Dermatitis, 
Atopic 

Neurofibromatosis 

giant congenital neuroid melanocytic nevus [Sol- 
omon] 318 (Mr) 

Nevus 

acquired white sponge, leukoedema of oral muco- 
sa is possibly [Duncan] 906 (Au) 

comedonicus, extensive [Beck] 1048 (Se) 

hairy elbows (letter) [Warner] 19 (Ja) 

halo nevi and Vogt-Koyanagi-Harada syndrome, 
manifestations of vitiligo [Nordlund] 690 (Je) 

inflammatory linear verrucous epidermal, analy- 
sis of epidermal fibrous proteins in [Adrian] 
1179 (Oc) 

nevoid basal cell carcinoma syndrome, multiple 
basal cell carcinomas of palms after. radiation 
therapy [Golitz] 1159 (Oc) 

Nevus, Pigmented 

giant congenital neuroid melanocytic (Solomon) 
318 (Mr) 

malignant melanoma originating from intrader- 
mal nevi [Benisch] 696 (Je) 

management of congenital melanocytic nevi [Sol- 
omon) 1017 (Se) 

nevi, lentigines, and melanomas in blacks [Cole- 
man] 548 (My) 

progressive zosteriform macular pigmented le- 
sions (letter) [Simões] 20 (Ja) 

zosteriform lentiginous [Ruth] 478 (Ap) 

NEWS AND NOTES . i 
33 (Ja), 166 (Fe), 278 (Mr), 396 (Ap), 531 (My), 632 
Ge), 762 (Jy), 994 (Se), 1117 (Oc), 1235 (No) 

Niacinamide see Nicotinamide 

Nicotinamide 

erythema. elevatum diutinum treated with nia- 
cinamide and tetracycline [Kohler] 693 Ge) 

Nikolsky’s Sign 

modified technique for eliciting (letter) [Ha- 
cham-Zadeh] 160 (Fe) 

Nitrobenzenes í 

diminished immune response in sun-damaged 
skin [O’Dell] 559 (My) 

Nitrofurazone 

inhibition of rat skin ornithine decarboxylase by 
detter) [Lesiewicz] 1225 (No) 
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Nomenclature 
-< elffluvium vs defluxion (letter) TDerbesl:21 (Ja) 


--s‘P* alliteration: in dermatology (letter) [Scham- 


berg] 622 Ge) 
Nose Neoplasms 
“angiosarcoma [Sarma] 226 (Fe) 
Nucleotides, Cyclic 
lymphocyte, and prostaglandin content in psoria- 
sis [Harpaz] 427 (Ap) 


o 


Obesity 

intestinal bypass surgery, skin lesions after (let- 
ter) [Kaplan] 515 (My) 

Occupational Diseases 

occupational koilonychia (letter) [Smith] 861 
(Au) 

Ocular Herpes Zoster Virus see Varicella-Zoster 
Virus 

Oils, lodized see lodized Oils 

Oligospermia 

psoriasis, methotrexate and [Sussman] 215 (Fe) 

Oncolysis see Neoplasms 

Oncovin see Vincristine 

Onychomycosis see Tinea Unguium 

Oriental Sore see Leishmaniasis 

Omithine Decarboxylase see Carboxy-Lyases 

Ossitication, Pathologic 

atypical fibroxanthoma of skin osteoid produc- 
tion [Chen] 118 (Ja) 

Oxalates 

primary oxalosis with livedo reticularis [Greer] 
213 (Fe) 

Oxsoralen see Methoxsalen 

Oxyehlorochin see Hydroxychloroquine 

Oxyehloroquine see Hydroxychloroquine 


P 


Palate 

oral warty dyskeratoma [Harrist] 929 (Au) 

Palpation 

acne grading methods (letter) [Witkowski] 517, 

, (reply) [Michaels] 518 (My) 

Pancreas s 

neerolytic migratory erythema without gluca- 
gonoma (letter) [Doll] 861 (Au) 

Pancreatic Neoplasms 

carcinoma, umbilical metastasis from /Chatter- 
jee] 954 (Au) 

Panniculitis 

connective tissue [Winkel. ann] 291 (Mr) 

equestrian cold, in women [Beacham] 1025 (Se) 

povidone [Kossard] 704 (Je) 

Papillon-Lefevre Disease see Keratosis Palmar- 
İs et Plantaris 

Paraffin Jelly see Petrolatum 

Parakeratosis see Keratosis 

Patella 

triangular lunulae, clue to nail-patella syndrome 
[Daniel] 448 (Ap) 

Pedigree 

` trizygotic triplets and dizygotic twins in family 
< With: psoriasis [Cutler] 718 (Je) 
. Pemphigus 

complement-fixing intercellular antibodies in 
cicatricial pemphigoid [Kumar] 812 (Jy) 

correlation of disease activity and antibody titers 
in [Fitzpatrick] 285 (Mr) 

familial bullous pemphigoid (letter) [Civatte] 157 
(Fe) 

foliaceus, childhood [Sotiriou] 679 Ge) 

foliaceus resembling eruptive seborrheic kera- 
toses [Bruckner] 815 (Jy) 

igE.in serum and on mast cells in bullous pem- 
phigoid [Nieboer] 555 (My) 

in Hartford County, Connecticut, 1972 to 1977 
[Simon] 1035 (Se) 
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Pemphigus—Continued 

modified technique for eliciting Nikolsky’s sign 
(letter) [Hacham-Zadeh] 160 (Fe) 

penicillamine-inducgd [Trau] 720 (Je) 

pyodermite vegfifffnte of Hallopeau, immuno- 
fluorescence studies performed in early disease 
stage [Neumann] 1169 (Oc) 

reliability of indirect immunofluorescence. test- 
ing (letter) [Chorzelski] (reply) [Judd] 1228 
(No) 

syndrome of multiple immune autoreactivity, 
breakdown in immune regulation [Diaz] 77 
(Ja) 

topically applied fluocinonide in adhesive base in 
treatment of oral vesiculoerosive diseases [Lo- 
zada) 898 (Au) 

vegetans, relationship to eosinophilic spongiosis 
and favorable response to dapsone [Pearson] 65 
(la) 

Penicillamine 

pemphigus induced by [Trau] 720 (Je) 

Penis 

chaneres in syphilis (letter) [Prestia] (reply) 
[Wade] 20 (Ja) 

Peptides 

effect of therapy on keratin polypeptide profiles 
of psoriatic epidermis [LeVine] 1028 (Se) 

sign of Leser-Trélat, case with adenocarcinoma 
of duodenum [Curry] 1059 (Se) 

Perianal Glands 

apocrine gland adenoma [Weigand] 1051 (Se) 

Periarteritis Nodosa 

cutaneous, immunofluorescence studies [Diaz- 
Perez) 56 (Ja) 

Peripheral Nerves 

role of Langerhans’ cells in immunity [Katz] 1361 
(De) 

Peroxides 

benzoy! peroxide, loss of tretinoin activity with 
(letter) [Papa] 751 (Jy) 

Petechiae see Purpura 

Petrolatum 

outpatient phototherapy of psoriasis [LeVine] 
552 (My) 

Petroleum Jelly see Petrolatum 

Phenotype 

Torre’s syndrome as phenotypic expression of 
cancer family syndrome (letter) [Fusaro] 986 
(Se) 

Photoallergy see Photosensitivity Disorders 

Photochemotherapy 

effect of therapy on keratin polypeptide profiles 
of psoriatic epidermis [LeVine] 1028 (Se) 

immunologie evaluation in mycosis fungoides, 
before and after PUVA therapy [Kubba] 178 
(Fe) 

oral, response of psoriatic nails to [Marx] 1023 
(Se) 

phototoxic reactions to photoactive drugs in 
patients treated with PUVA [Stern] 1269 
(No) 

treatment of palmoplantar psoriasis with topical 
methoxsalen plus long-wave ultraviolet light 
[Abel] 1257 (No) 

Photodermatitis see Photosensitivity Disorders 

Photodynamic. Therapy see Photochemothera- 


py 

Photography 

acne grading methods (letter) [Witkowski] 517, 
(reply) [Michaers] 518 (My) 

growth dynamics of malignant melanomas, pho- 
todocumentary investigation [Paul] 182 (Fe) 

infrared, studies of rosacea [Wilkin] 676 (Je) 

Photosensitivity Disorders 

coexistence of psoriasis and lupus erythematosus, 
analysis of 27 cases [Millns] 658 (Je) 

erythropoietic p otoporphyria with hepatic cir- 
rhosis [Wells] 429 (Ap) 

hydroa vacciniform (letter) [Simões] 619 (Je) 

photodistribution of erythema multiforme [Huff] 
477 (Ap) 





Photosensitivity Disorders—Continued : 
phototoxic reactions ‘to photoactive drugs’ in” 
patients treated with PUVA [Stern] 1269 

(No) 
xeroderma: ‘pigmentosum, prototype disease of 
environmental-genetic interaction [Kraemer] 
541 (My) 
Phototoxicity see Photosensitivity Disorders 
Piebaldness ” 
with Hirsehsprung”s disease (letter) [Mahakrish- 
nan] 1102 (Oc) : 
Piedra see Mycoses 
Pigmentation Disorders 
amelanotic lentigo maligna [Su] 82 (Ja) 
basal cell carcinoma with annular lenkoderma : 
mimicking leukoderma acquisitum contrite 7 
gum [Johnson] 352 (Mr 
halo nevi and Vogt-Koyanagi-Harada syndrom — 
manifestations of vitiligo [Nordlund] 690 Ge) 
idiopathic guttate hypomelanosis, ultrastructural 
study [Ortonne] 664 (Je) 
incontinentia pigmenti, 
[Wiklund] 701 (Je) .. 
partial unilateral lentiginosis [Thompson] 356 7 
(Mr) ; 
perioral leukoderma simulating vitiligo from use 
of toothpaste containing cinnamic aldehyde 
[Mathias] 1172 (Oc) 
piebaldness. with Hirschsprung’s disease (letter) 
[Mahakrishnan] 1102 (Oc) m 
pigmentation with doxorubicin therapy (etter). 
(Orr) 273 (Mr) — 
progressive zosteriform macular pigmented je: 7 
sions (letter) [Simões] 20: (Ja), 5 
pseudoatrophoderma: colli, familial case. İK 
1181 (Oc) 
report of 2 patients with lichen aureus l j 
vits] 1183 (Oc) i 
skin pigmentation secondary tomin 
therapy [MeGrae] 1262 (No). 
Pityriasis Rubra Pilaris : 
elevation of serum triglyceride levels f om oral 
isotretinoin in disorders of keratinization 2 
[Katz] 1369 (De) Han 
toxic doses of vitamin A for [Randle] 888 (au) ” 
Plants, Medicinal 
hypersensitivity to aloe [Morrow] 1064 (Se): 
Plants, Toxic 
allergic contact dermatitis to quinones in Paphi 
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(13-cis-retinoic acid) [Dicken] 951 (Au) 

retinoids in dermatology [Peck] 283 (Mr) 

treatment of acanthosis nigricans with oral iso- 
tretinoin [Katz] 110 (Ja) 

Trichophytin 

hypersensitivity, lack of delayed reaction in pres- 
ence of cell-mediated immunity in [Hunziker] 
1266 (No) 

Triglycerides 

elevation of serum levels from oral isotretinoin in 
disorders of keratinization [Katz] 1369 (De) 

Tripiets 

trizygotic, and dizygotic twins in family with 
psoriasis [Cutler] 718 (Je) 

Tuberculosis, Cutaneous 

connective tissue panniculitis [Winkelmann] 291 
(Mr) 

Tuberculosis Vaccines see BCG Vaccine 

Tumors see Neoplasms 

Tunga penetrans 

infestation by [Zalar] 80 (Ja) 

Turkey 

porphyria turcica, 20 years after hexachloroben- 
zene intoxication [Cripps] 46 (Ja) : 


with miconazole 
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dizygotic, and trizygotie triplets in family with 
iasis [Cutler] 718 Qe) 
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Ulcer see Skin Ulcer 
Ultrasonics 
“response of chronie psoriatic plaques to localized 

heating induced by ultrasound [Orenberg] 893 
(Au) 

Ultraviolet Rays 

epidermal ornithine decarboxylase, polyamines, 
cell proliferation, and tumor promotion [Lowe] 
822 (Jy), correction, 1290 (No) 

hairless mouse as model for evaluating sun- 
sereens, prevention of ultraviolet B inhibition 
of epidermal DNA synthesis [Walter] 419 
(Ap) 

Ultraviolet Therapy see also Photochemothera- 


differences in detector readings (letter) [Petroz- 
_, zi) 986 (Se) 
outpatient phototherapy of psoriasis [LeVine] 
552 (My) 
“Umbilicus 
- umbilical metastasis from carcinoma of pancreas 
{Chatterjee] 954 (Au) 
“Union of Soviet Socialist Republics 
special letter to editor, dermatologists in (letter) 
{Lowney].271 (Mr) 
Urticaria 
cold, dissociation of cold-evoked histamine re- 
‘Jeuse and urticaria following cold challenge 
[Keahey] 174 (Fe) 
contact, from cinnamic aldehyde [Mathias] 74 
(7 (ga) 
hypersensitivity to aloe [Morrow] 1064 (Se) 
imodified technique for eliciting Nikolsky’s sign 
(letter) [Hacham-Zadeh] 160 (Fe) 
Uri aria Pigmentosa 
mastocytosis spectrum (letter) [Harrison] 158 
(Fe) 
‘Uterus see Hysterosalpingography 
`: Uveitis 
halo nevi and Vogt-Koyanagi-Harada syndrome, 
manifestations of vitiligo [Nordlund] 690 (Je) 
Uveoparotid Fever see Sarcoidosis 
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Valproate Sodium 
generalized morphea, side effect of? (letter) 
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{Goihman-Yahr] 621 (Je) 

Varicella see Chickenpox 

Varicella-Zoster Virus 

herpes zoster-Varicella in cutaneous T-cell lym: 
phomas [Vonderheid] 408 (Ap) 

Vasculitis 

gr with hairy cell leukemia [Rudolph] 

077 (Se) 

in pey ına infection [Weigand] 1174 
(Oc) 

Lucio’s phenomenon İPursleyl 201 (Fe); plasma 
exchange therapy in (letter) [Wallach] 1101 
(Oc) 

Vasodilator Agents 

rosacea from [Wilkin] 598 (My) 

Verruca see Warts 

Vesication see Blister 

Vincristine 

treatment of Kaposi's sarcoma (letter) [Eastern] 
382 (Ap) 

Vitamin A 

for pityriasis rubra pilaris, toxie doses of [Ran- 
dle] 888 (Au) 

Vitamin A Acid see Tretinoin 

Vitamin D 

vitamins and alopecia [Goldsmith] 1135 (Oc) 

Vitamin H see Biotin 

Vitamin PP see Nicotinamide 

Vitamins 

and alopecia [Goldsmith] 1135 (Oc) 

Vitiligo 

and malignant melanoma, more on (letter) [ Pas- 
lin) 516, (reply) [Nordlund] 517 (My) 

halo nevi and Vogt-Koyanagi-Harada syndrome, 
manifestations of [Nordlund] 690 (Je) 

perioral leukoderma simulating, from use of 
toothpaste containing cinnamic aldehyde [Ma- 
thias] 1172 (Oc) 

Vogt-Koyanagi-Harada Syndrome 

halo nevi and, manifestations of vitiligo [Nord- 
lund] 690 (Je) 

Vulvar Neoplasms 

angiokeratoma [Uhlin] 111 (Ja) 

VZ Virus see Varicella-Zoster Virus 
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Waldenstrom’s Macroglobulinemia see Macro- 
globulinemia 

Wangiella dermatitidis 

cystic ehromomyeosis caused by (letter) [Hohl] 
987, (reply) [Harding] 988 (Se) 


oral warty: ayumi [Harrist] 929 (Au) 

yerrucous carcinoma. (letter). [Brodin]; (rep! 
: [Muller] 987 (Se) 

verrucous carcinoma in renal transplant p: 
after long-term immunosuppression [T 
1074 (Se) 

Wine 


“epigastric rosacea [Wilkin] 584 (My) 


Wound Healing : 
inhibition of rat skin ornithine dəcafboxyla e 
nitrofurazotie {letter} [Lesiewicz] 1225 )) 
Wounds and Injuries ” 
light and ultrastructural study of reactive perks 
rating collagenosis [Fretzin]} 1054 Hə 


X-Ray Emission Spectrometry see ‘Spectrom 
try, X-Ray Emission 

X-Ray Fluorescence Spectrometry, see Spec- 
trometry, X-Ray Emission 

Xanthines 

cold urticaria, dissociation of cold-evo 
mine release and urticaria following 
lenge [Keahey].174 (Fe) ; 

prototype disease of environmental: 
teraction [Kraemer]. 541 My). 

Xanthomatosis 

eruptive xanthomas. associated 
(13-cis-retinoic acid) [Dick 

Xanthotoxin see Methoxsalen 
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Zinc 

compound test (Neldner) 39 (Ja) 

deficieney, hair changes in acroderm 
opathica (letter) [Burkhart] 384 (Ap 

hereditary acrodermatitis enteropa 
[Graves] 562 (My) 

Zona see Herpes Zoster 

Zoonoses 

Cheyletiella dermatitis, mite infes 
bit, cat, dog, and man [Cohen] 
tation in humans (letter) İKuni 

Zoster see Herpes Zosler 

Zyloprim see Allopurinol 
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That’s what keeps 
CPT-4 the most 
current medical 
reporting system 
you can use! 


The 4th Edition of Physicians’ CURRENT PROCE- 
DURAL TERMINOLOGY is the only coding system 
that provides new and revised terminology on a 
regular basis. This latest update, Summer 1980, 
marks the fourth update since CPT-4 was published 
in 1977. 


The updates are on self-adhering pages that are 
affixed to the pages they replace in CPT-4. To acti- 
vate the update mechanism, you simply return the 
postage-free card in the book. 


CPT-4 is a uniform coding system to accurately 
designate medical, diagnostic, and surgical services 
in terms of a uniform language among physicians, 
patients, and third parties. 





If there are CPT-4 procedures you 
feel should be modified to conform 
to the way you practice, you can 
submit recommendations which will 
be considered by a review panel of 
practicing physicians. 


Shouldn’t you be using the most 
current coding system available? 


Order two—one for yourself, one for your med- 
ical records clerk. 


For information about CPT-4 in computer tape for- 
mat, write: Dept. of Applied Medical Systems, AMA, 
535 N. Dearborn, Chicago IL 60610. 


Order Dept., OP-041 

American Medical Association 
P.O. Box 821 

Monroe, Wisconsin 53566 


Please send me.  vcopyiies) of Physicians 
CURRENT PROCEDURAL TERMINOLOGY, 4th edi- 
tion, OP-041. Price: $12 per copy. Enclosed is my 
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Allow 4-5 weeks for delivery. 
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_ known sensitivity to benzoyl peroxide or any other ingredients 
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For full prescribing information, see package insert. 
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of hypersensitivity to. any of the components (see 
ingredients). 


Comparison of the mean vasoconstriction scores of Westcort Precautions: if irritation develops, discontinue and 


Cream and 7 marketed corticosteroid cream formulations institute appropriate therapy. Use appropriate 
, antifungal or antıbacterial agent vvith infections. 
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amounts of SPECTAZOLE Cream were found at all levels of the 
stratum corneum* 


FOUR DAYS after a single application, 
enough SPECTAZOLE Cream was still present in the stratum corneum 
to inhibit growth of pathogenic fungi* 
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— SPECTAZOLE-.-: 


(econazole nitrate 1%) ” 


INDICATIONS AND USAGE: 
SPECTAZOLE Cream is indicated for topical application 


sö in the treatment of tinea pedis, tinea cruris, and tinea 


corporis caused by Trichophyton rubrum, Trichophyton 
mentagrophytes, Trichophyton tonsurans, Microsporum 
canis, Microsporum audouini, Microsporum gypseum, and 
Ebidermophyton floccosum, in the treatment of cutaneous 
candidiasis, and in the treatment of tinea versicolor. 
CONTRAINDICATIONS: 

SPECTAZOLE Cream is contraindicated in individuals 
who have shown hypersensitivity to any ot its ingredients. 


WARNINGS: 
SPECTAZOLE is not for ophthalmic use. 
PRECAUTIONS: 
General: if a reaction suggesting sensitivity or chemical 
„irritation should occur, use of the medication should be 
discontinued. 
For external use only. Avoid introduction of SPECTAZOLE 
Cream into the eyes. 
Carcinogenicity Studies: Long-term animal studies to 
determine carcinogenic potential have not been performed. 
Fertility (Reproduction): Oral administration of econazole 
i pitrate in rats has been reported to produce prolonged 
“7 “gestation. intravaginal administration in humans has not 
shown prolonged gestation or other adverse reproductive 
effects attributable to econazole nitrate therapy. 
Pregnancy: Pregnancy Category C. Econazole nitrate has 


vö not been shown to be teratogenic when administered orally 
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Econazole should be used in the first trimester of 
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there was a reduction in postpartum viability of pups and 
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factor, Caution should be exercised when econazole nitrate 
is administered to a nursing woman. 
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During clinical trials, 12 (3.3%) of 366 patients treated with 
econazole nitrate 1% cream reported side effects, consisting 
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ACADEMIC OPPORTUNITIES 
AT NEW YORK UNIVERSITY 


The Department of Dermatology at New York University 
has developed funding for several fellowship positions 
and is actively recruiting candidates. 


Fellows in Dermatopharmacology. The Dermatopharma- 
cology Unit has openings for the 1986-1987 academic 
year for dermatologists who have completed at least 
two years of residency. Fellows will have the opportu- 
nity to participate in all phases of new drug develop- 
ment and evaluation. The fellowship is appropriate for 
those entering academic dermatopharmacology or the 
pharmaceutical industry. 


Fellowship programs in research dermatology, derma- 
toimmunology and dermatopathology are available for 
candidates seeking advanced training in these subspe- 
cialty areas. 


Candidates should phone or forward a cover letter and 
curriculum vitae to: 


Irwin M. Freedberg, M.D. 

Chairman, Department of Dermatology 
New York University Medical Center 
550 First Avenue 

New York, New York 10016 

(212) 340-5245 


The John L. McClellan Veterans Administration Hospital, 
Little Rock, Arkansas, has an opening for a Dermatolo- 
gist. This 500 bed teaching hospital is affiliated with the 
University of Arkansas for Medical Sciences. Applicants 
should have credentials for a faculty appointment, at 
least at the Instructor or Assistant Professor level. The 
duties are primarily clinical with opportunities for both 
clinical and basic research. Located in beautiful central 
Arkansas; attractive reasonable housing available; good 
schools; excellent recreational and cultural activities. 
Interested persons should submit a curriculum vitae 
to: 


Jere D. Guin, M.D., Chief, Dermatology Service 
John L. McClellan Memorial Veterans Hospital 
4300 W. 7th Street, Little Rock, Arkansas 72205 
Equal Opportunity Employer 
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levels of TCC (triclocarban) in an OTC soap. The active 
ingredient TCC is effective in vitro against a wide 
range of gram-positive bacteria. In fact, SAFEGUARD 
reduces resident bacteria on skin by 94%.* And TCC is 
virtually insoluble in water, so it remains on the skin 
for long-lasting antibacterial activity. ə 

And SAFEGUARD produces mounds of rich ə 
lather—more than ony other leading OTC anti- 
bacterial soap—a feature patients like. For 
excellent antibacterial efficacy plus unsurpassed 
mildness...recommend the gentle strength of SAFEGUARD. 
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electron microscopy of some bacteria 
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FACULTY POSITION 


Academic, FT Asst. Prof. 
Dept of Dermatology, Me- 
dical Univ. of South 
Carolina with dual appt in 
Dept. of Pediatrics. Re- 
sponsibilites include both 
out-patient and in-patient, 
teaching and clinical re- 
search. Applicants must 
be Board qualified or certi- 
fied in both Dermatology 
and Pediatrics. 


































Inquiries to: 

John C. Maize, M.D. 
Dept. of Dermatology 
MUSC 171 Ashley Ave. 
Charleston, SC 29425 
803-792-5858 


MUSC is an Equal Oppor- 
tunity/Affirmative Action 
Employer 







DERMATOLOGIST 


Board certified/eligible to join pro- 
gressive multi-specialty group of 
60+ physicians. 


Pleasant, growing community. 
Many outdoor recreational opportu- 
nities. High quality of life. Referral 
area: 150,000. 


Liberal financial benefits. 


Send curriculum vitae and refer- 
ences: 


L.C. Smith, M.D. 
101 Willmar Avenue 
Willmar, MN 56201 









NZORAL- 


efoconazole) 


WARNING: Ketoconazole has been associated with hepatic toxicity, including some fatalities 


Patients receiving this drug should be informed by the physician of the risk and should be closely 
monitored. See WARNINGS and PRECAUTIONS sections 








INDICATIONS AND USAGE: NIZORAL is indicated for the treatment of the following systemic fungal 
infections: candidiasis, chronic mucocutaneous candidiasis, oral thrush, candiduria, blastomycosis, coc- 
cidioidomycosis, histoplasmosis, chromomycosis, and paracoccidioidomycosis. NIZORAL should not be 
used for fungal meningitis because it penetrates poorly into the cerebral-spinal fluid 


For the initial diagnosis, the infective organism should be identified: however, therapy may be initiated 
prior to obtaining laboratory results. 


277” NIZORAL is contraindicated in patients who have shown hypersensitivity to the 
rug. 

WARNINGS: Hepatotoxicity, primarily of the hepatocellular type, has been associated with the use of 
NIZORAL. The reported incidence has been about 1:10,000 exposed patients, but this probably repre- 
sents some degree of under-reporting, as is the case for most reported adverse reactions to drugs. 
The hepatic injury has usually been reversible upon discontinuation of NIZORAL treatment, but in at 
.. one case the hepatic necrosis vvas fatal. Several cases of hepatitis have been reported in 

ildren. 


Prompt recognition of liver injury is essential. Liver function tests (such as SGGT, alkaline phosphatase, 
SGPT, SGOT and bilirubin) should be measured before starting treatment and at intervals (monthly or 
more frequently) during treatment. Patients receiving ketoconazole concurrently with other potentially 
hepatotoxic drugs should be carefully monitored. particularly those patients requiring prolonged therapy 
or those who have had a history of liver disease. 


Transient minor elevations in liver enzymes have occurred during ketoconazole treatment, but the drug 
should be discontinued if even minor liver function test abnormalities persist, if abnormalities worsen, or 
if abnormalities become accompanied by symptoms of possible liver injury. 


In rare cases anaphylaxis has been reported after the first dose. Several cases of hypersensitivity 
reactions including urticaria have also been reported 


In female rats treated three to six months with ketoconazole at dose levels of 80 mg/kg and higher, 
increased fragility of long bones, in some cases leading to fracture, was seen. The maximum “no-effect” 
dose level in these studies was 20 mg/kg (2.5 times the maximum recommended human dose). The 
mechanism responsible for this phenomenon is obscure. Limited studies in dogs failed to demonstrate 
such an effect on the metacarpals and ribs. 


PRECAUTIONS: General: İn four subjects with drug-induced achlorhydria, a marked reduction in 

NIZORAL absorption was observed. NIZORAL requires acidity for dissolution. If concomitant antacids, 

anticholinergics, and H,-blockers are needed, they should be given at least two hours after NIZORAL 

administration. In cases of achlorhydria, the patients should be instructed to dissolve each tablet in 4 ml 

aqueous solution of 0.2 N HCI. For ingesting the resulting mixture, they should use a glass or plastic 

straw so as to avoid contact with the teeth. This administration should be followed with a cup of tap 
water. Information for Patients: Patients should be instructed to report any signs and symptoms 
which may suggest liver dysfunction so that appropriate biochemical testing can be done. Such signs 
and symptoms may include unusual fatigue, anorexia, nausea and/or vomiting, jaundice, dark urine 
or pale stools (see WARNINGS). Drug interactions: lmidazole compounds like ketoconazole may 
enhance the anticoagulant effect of coumarin-like drugs. In simultaneous treatment with imidazole 
drugs and coumarin drugs, the anticoagulant effect should be carefully titrated and monitored. Concom- 
itant administration of rifampin with ketoconazole reduces the blood levels of the latter. Both drugs 

should not be administered concomitantly. Ketoconazole increases the blood level of cyclosporin A 

Blood levels of cyclosporin A should be monitored if the two drugs are given concomitantly. Concomitant 
administration of ketoconazole with phenytoin may alter the metabolism of one or both of the drugs. It is 
Suggested to monitor both ketoconazole and phenytoin. Because severe hypoglycemia has been re- 

ported in patients concomitantly receiving oral miconazole (an imidazole) and oral hypoglycemic agents, 

such a potential interaction involving the latter agents when used concomitantly with ketoconazole (an 
imidazole) can not be ruled out. Carcinogenesis, Mutagenesis, Impairment of Fertility: The dominant 

lethal mutation test in male and female mice revealed that single oral doses of NIZORAL as high as 80 

mg/kg produced no mutation in any stage of germ cell development. The Ares Salmonella microsomal 

activator assay was also negative. A long term feeding study in Swiss Albino mice and in Wistar rats 

showed no evidence of oncogenic activity. Pregnancy: Teratogenic effects. Pregnancy Category C. 

NIZORAL has been shown to be teratogenic (syndactylia and oligodactylia) in the rat when given in the 

diet at 80 mg/kg/day (10 times the maximum recommended human dose). However, these effects may 

be related to maternal toxicity, evidence of which also was seen at this and higher dose levels. 

There are no adequate and well controlled studies in pregnant women. NIZORAL should be used during 

pregnancy only if the potential benefit justifies the potential risk to the fetus. Nonteratogenic effects. 

NIZORAL has also been found to be embryotoxic in the rat when given in the diet at doses higher than 80 

mg/kg during the first trimester of gestation. 

In addition, dystocia (difficult labor) was noted in rats administered NIZORAL during the third trimester of 
estation. This occurred when NIZORAL was administered at doses higher than 10 mg/kg (higher than 
.25 times the maximum human dose) 

It is likely that both the malformations and the embryotoxicity resulting from the administration of 

NIZORAL during gestation are a reflection of the particular sensitivity of the female rat to this drug. For 

example, the oral LDs of NIZORAL given by gavage to the female rat is 166 mg/kg whereas in the male 
rat the oral LD» is 287 mg/kg. Nursing Mothers: Since NIZORAL is probably excreted in the milk 
mothers who are under treatment should not breast feed. Pediatric Use: Specific studies on children 
under 2 years have not been performed. 


ADVERSE REACTIONS: In rare cases anaphylaxis has been reported after the first dose. Several cases 
of hypersensitivity reactions including urticaria have also been reported. However, the most frequent 
adverse reactions were nausea and/or vomiting in approximately 3%, abdominal pain in 1.2%, pruritus in 
1.5%, and the following in less than 1% of the patients: headache, dizziness, somnolence, fever and chills, 
photophobia, diarrhea, gynecomastia, impotence and thrombocytopenia. Oligospermia has been re- 
ported in investigational studies with the drug at yy above those currently approved. Although 
oligospermia has not been reported at dosages up to 400 mg daily, sperm counts have been obtained 
infrequently in patients treated with these dosages. Most of these reactions were mild and transient and 
rarely required discontinuation of NIZORAL. In contrast, the rare occurrences of hepatic dysfunction 
require special attention (see WARNINGS) 

Single-dose studies showed a decrease in testosterone and ACTH-induced corticosteriod serum levels 
which returned to normal within 24 hours. No information on long-term studies is available. 
OVERDOSAGE: In the event of accidental overdosage, supportive measures, including gastric lavage with 
sodium bicarbonate, should be employed 

DOSAGE AND ADMINISTRATION: Adults: The recommended starting dose of NIZORAL is a single daily 
administration of 200 mg (one tablet). In very serious infections or if clinical responsiveness is insuffi- 
cient within the expected time, the dose of NIZORAL may be increased to 400 mg (two tablets) once daily. 
Children: \n children over 2 years the corresponding single daily dose is 3.3 to 6.6 mg/kg. In children of 2 
years or less the daily dosage has not been established 

Generally, treatment should be continued until all clinical and laboratory tests indicate that active fungal 
infection has subsided. Inadequate periods of treatment mey yield poor response and lead to early 
recurrence of clinical symptoms. Minimum treatment for candidiasis is one or two weeks. Patients with 
chronic mucocutaneous candidiasis usually require maintenance therapy. Minimum treatment for the 
other indicated systemic mycoses is six months. 

HOW SUPPLIED: NIZORAL is available as white, scored tablets containing 200 mg of ketoconazole 
debossed JANSSEN” and on the reverse side debossed “NIZORAL.” They are supplied in bottles of 100 
tablets and in blister packs of 10 x 10 tablets 

US. Patent 4,335125; world leader in antimycotic research 


NDC 50458-220-01 (10 x 10 tablets-blister): A 
NDC 50458-220-10 (100 tablets) — JANSSEN 
Date: May 26, 1381: Rev. June 1983, Jan. 1984, BSJ] PHARMACEUTICA 
July 1984, Sept 1984 1P41FOOE-M 

Janssen Pharmaceutica Inc. 


© Janssen Pharmaceutica Inc. 1985 Piscataway, New Jersey 08854 









_/nce-daily 
oral therapy 


For systemic 
antifungal 
action 


Broad-spectrum efficacy 


NIZORAL: 


(Ketoconazole) 


WARNING: Ketoconazole has been associated 
with hepatic toxicity, including some fatalities. 
Patients receiving this drug should be informed 
by the physician of the risk and should be 
closely monitored. See WARNINGS and 
PRECAUTIONS sections. JPI-558R 








Ug They don’t know 
i it helps protect against 
ğ skin damage 


Instead of wrapping themselves up, your patients 
could protect themselves against the sun's harmful 
rays by applying SUNDOVVNa Sunblock SPF 15. It 
contains three sunscreens* to effectively block 
ultraviolet radiation, the primary cause of sunburn 
and other sun-related skin damage." 




























They don't know 
it’s noncomedogenic 


Teenagers and other acne-prone patients may be 
reluctant to use sunscreens. ..unless their sunscreen 
is SUNDOWN. It's noncomedogenic to encourage 
patient compliance. 


They don’t know 
it’s waterproof 


Patients (or their parents) won't have to reapply 
waterproof SUNDOWN every time they go 
swimming. And because SUNDOWN is waterproof, 
it resists removal by sweating so patients who 
perspire stay “covered” longer! 


They need your 


recommendation 


That's because regular use of SUNDOWN by..... 
patients in your practice can help prevent the 
cumulative skin damage that causes premature 
sr aging of the skin and skin cancer. "7 - 


So don't keep SUNDOVVN—and your patients— 
under wraps. Recommend it for your patients under 
the sün. ~~ 


7 References: 1. FDA Advisory Review Panel on Sunscreen Products for Over-the-Counter 
Human Use: Federal Register 43(166). 38206-38269, 1978. 2. Pathak MA. et al: in Petersdorf 

RG. et al (eds): Harrison's — of “əəə bı ed 10. “NAMƏ McGraw-Hill Book 
= 0:1983, pp 273:282: 


of “*Octyl dimethyl PABA, oxybenzone and octyi fmethoxycinnamate. 
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— Effective, caine for - 


"Refer to package labeling: contraindicated in patients sensitive to any ingredient containedin = 
his product. i 
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Benzamycin = 
(3% erythromycin-5% benzoyl peroxide) 
The year-round acne therapy. 


The logical choice when photosensitivity 
is a concern. Effective on the full 
spectrum of acne...comedones, papules 
and pustules. 


Patients will like it...because it works fast. 


e Clinically effective on comedones 
without fear of photosensitivity 


e Results seen within two weeks in 


the reduction of comedones, papules 
and pustules* 


e Convenient one-step application n SaL 
e Low side effect profile” ii t 


*Chalker et al: A double-blind study of the effectiveness of 
a 3% erythromycin, 5% benzoyl peroxide combination in 
the treatment of acne vulgaris, JAM ACAD DERM 9:933-6, 
1983 and data on file, Dermik Laboratories, Inc 





Dedicated to Dermatology 


Dermik Laboratories, Inc., 500 Virginia Drive, Fort Washington, PA 19034 
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BENZAMYCIN torcar cet 
(erythromycin-benzoyl peroxide) 


*Reconstitute Before Dispensing” 
Description: Each gram of Benzamycin® (erythromycin-benzoyl peroxide) topical gel 
contains, as dispensed, 30 mg (3%) of erythromycin and 50 mg (5%) of benzoyl 
poraa in a gel vehicle of purified water, carbomer 940, alcohol 22%, sodium 
ydroxide, docusate sodium and fragrance. 


Indications and Usage: Benzamycin® Topical Gel is indicated for the topical control 
of acne vulgaris. 


Contraindications: A history of hypersensitivity to erythromycin, benzoyl peroxide or 
any of the other listed ingredients. 


Precautions: General—For external use only. Not for ophthalmic use. Avoid contact 
with eyes and mucous membranes. Concomitant topical acne therapy should be used 
with caution because a possible cumulative irritancy effect may occur, especially with 
peeling, desquamating or abrasive agents. If severe irritation develops, discontinue 
use and institute appropriate therapy. 


The use of antibiotic agents may be associated with the overgrowth of antibiotic- 
resistant organisms. If this occurs, administration of this drug should be discontinued 
and appropriate measures taken. 
Information for Patients—Patients using Benzamycin® Topical Gel should receive the 
following information and instructions: 
1. Benzamycin® Topical Gel is for external use only. Avoid contact with the eyes and 
mucous membranes. 
2. Patient should not use any other topical acne preparation unless otherwise 
directed by physician. 
3. Benzamycin® Topical Gel may bleach hair or colored fabric. 
4. If excessive irritation or dryness should occur, patient should discontinue 
medication and consult physician. 
5. Discard product after 3 months and obtain fresh material. 


Carcinogenesis, Mutagenesis and Impairment of Fertility: Long-term studies in 
— have not been performed to evaluate carcinogenic potential or the effect on 
fertility. 
Pregnancy Category C: Animal reproduction studies have not been conducted with 
Benzamycin® Topical Gel. It is also not known whether Benzamycin® Topical Gel can 
cause fetal harm when administered to a pregnant woman or can affect reproduction 
a Benzamycin® Topical Gel should be given to a pregnant woman only if clearly 
needed. 
Nursing Mothers: It is not known whether this drug is excreted in human milk. Because 
many drugs are excreted in human milk, caution should be exercised when 
Benzamycin® Topical Gel is administered to'a nursing woman. 
Pediatric Use: Safety and effectiveness in children below the age of 12 have not been 
established. 
Adverse Reactions: Adverse reactions which may occur include dryness, erythema 
and pruritus. Of a total of 153 patients treated with Benzamycin® Topical Gel during 
Clinical trials, four patients experienced adverse reactions, of whom three experienced 
dryness and one an urticarial reaction which responded well to symptomatic treatment. 
e and Administration: Benzamycin® Topical Gel should be applied twice daily, 
morning and evening, or as directed by physician, to affected areas after the skin is 
thoroughly washed, rinsed with warm water and gently patted dry. 
How Supplied and Dispensing Information: Benzamycin® Topical Gel is supplied in 
a package containing 20 g of benzoyl peroxide gel and a plastic vial containing 0.89 
of erythromycin powder. Prior to dispensing, add 3 ml of ethyl alcohol (to the mark) 
to vial and shake well to dissolve erythromycin, Add this solution to gel and stir until 
homogeneous in appearance (1-11/ minutes). Benzamycin” Topical Gel should then 
be stored under refrigeration. Place a 3-month expiration date on the label. 
Benzamycin® Topical Gel (NDC 0066-0510-23), as dispensed, is 23.3 g net weight. 
Note: Prior to reconstitution, store at room temperature. After reconstitution, store 
in acold place, preferably in a refrigerator. Do not freeze. Keep tightly closed 
Keep out of the reach of children. 
Caution: Federal law prohibits dispensing without prescription. 
U.S. Patent Nos. 4,387, 107 and 4,497,794. Other Patents Pending. 
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Dermik Laboratories, Inc. 
Fort Washington, PA, U.S.A. 19034 
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Campbell Soup Company 
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blapmingcale's 


What about yours? 
Uncontrolled high blood pres- 
sure is a major health problem. 
About 26 million workdays and 
billions of dollars are lost each 
year because of it. 

But high blood pressure can 
be easily detected and 
controlled. Proper treatment, 
every day, can prevent heart 
failure, kidney disease, stroke 
and premature death caused by 
high blood pressure. 

Many companies, large and 
small, have successful on-the- 
job high blood pressure 
programs for their employees 
and management. Look into it. 
You can save time and money. 
And protect your employees’ 
health. To find out the whole 
story write: 

Ms. Judie LaRosa 

Worksetting Programs 

Coordinator 
National High Blood Pressure 


Education Program 
Bethesda, MD 20205 


High blood pressure. 
Treat it and live. 



































National High Blood Pressure Education Program. 
National Heart, Lung, and Blood Institute, 
U.S. Department of Health and Human Services 


A new dimension 
in potent topical 
corticosteroid 
therapy 
TEMOVATE 
o merapi oA oo ccc, 


(potency expressed as clobetasol- propionate) 





TA new dimension in 
. rapid response... 


Unsurpassed vasoconstrictor activity 

In skin blanching tests—indicators of topical activity and 
bioavailability—TEMOVATE™ (clobetasol propionate) Cream, 
0.05% produced a significantly greater blanching effect than 
DIPROSONE” (betamethasone dipropionate) Cream, 0.05% 
and LIDEX” (fluocinonide) Cream, 0.05%.'? 


TEMOVATE (clobetasol propionate) Ointment, 0.05% pro- 
duced a significantly greater blanching effect than LIDEX 
(fluocinonide) Ointment, 0.05% and DIPROLENE’ (betameth- 
asone dipropionate) Ointment, 0.05% in ACTIBASE™.' 


Rapid and significant relief of moderate-to-severe 
corticosteroid-responsive dermatoses 

In multicenter clinical trials, TEMOVATE Cream and 
TEMOVATE Ointment proved highly effective as short-course 
treatments for relief of the inflammatory and pruritic manifes- 
tations of moderate-to-severe corticosteroid-responsive 
dermatoses. ' 


TEMOVATE Cream for eczematous dermatitis: Signif-, 
icant improvement after one week of therapy—con- 
tinued remission one week after treatment endpoint 


% of patients cleared/markedly improved 





One-Week Two-Week One-Week 
Evaluation Evaluation Follow-up 





Glaxo 


"and clinical efficacy 


TEMOVATE Ointment in psoriasis: Better response in more patients—with longer remission—than 
with DIPROLENE Ointment? 


MORE PATIENTS... 
> After two weeks’ treatment showed at least 75% 2... . 
reduction in lesion severity vvith TEMOVATE Showed longer remissions with TEMOVATE 
Ointment than with DIPROLENE Ointment.: Ointment than with DIPROLENE Ointment.° 


Reduction of lesion severity in patients with psoriasis: 
Comparison of TEMOVATE-treated side with DIPROLENE- 
treated side 


Exacerbation within two weeks of cessation of treatment in 
patients with psoriasis: Comparison of TEMOVATE-treated 
side with DIPROLENE-treated side 


reduction in lesion severity 


% dı patients with 75% or more 
% of patients treated who exacerbated first 









n=59 m-35 n=27 n=3 n=7 n-41 n-24 n-19 
Both Neither TEMOVATE DIPROLENE TEMOVATE DIPROLENE Same on Neither 
treatment sides treatment side only side only (p < 0.001) both sides side 
side (p < 0.001) exacerbated 


As treatment for psoriasis progressed, TEMOVATE High potency and appropriate use 

Ointment was preferred over DIPROLENE Ointment Because of the unique potency of TEMOVATE, treat- 

in an increasing number of cases’ ment should not exceed two weeks and should be lim- 

100 ited to 50 grams per week because of the possibility of 

transient HPA axis suppression. TEMOVATE is not rec- 

fay TREATMENT PREFERENCE—INVESTIGATOR OPINION ommended for children under age 12. Occlusive dress- 
ings should not be used with TEMOVATE. 

80 İB TEMOVATE side preferred 


A favorable safety profile 
. 5—.. pətusi TEMOVATE demonstrates a favorable benefit-to-risk 
ratio when used as short-term topical treatment of corti- 
costeroid-responsive dermatoses. TEMOVATE has the 
side effects profile of a high potency topical cortico- 
steroid. The most frequent adverse reactions were local 
and included burning, itching and stinging.’ 


S 


% of patients 
a 
fo} 





40 
“ TEMOVATE 
5 (clobetasol propionate/Glaxo) 
k CREAM, 0.05% 
i 7 14 two weeks OINTMENT, 0.05% 
(00.088) coo (P000) non (potency expressed as clobetasol propionate) 
(p<0.001) 


References: 1. Data available on request, Glaxo Dermatology Products, Glaxo Inc., Research Triangle Park, NC 27709. 2. Cornell R, Stoughton 
R: Correlation of the vasoconstriction assay and clinical activity in psoriasis. Archives of Dermatology 1985;121:64. 3. Jacobson C, Cornell R, Savin 
R: A comparison of clobetasol propionate 0.05% ointment and an optimized betamethasone dipropionate 0.05% ointment in the treatment of psori- 
asis. Cutis 1986; 37(3):213-220. : 

See reverse side for full Prescribing Information. 


TEMOVATE” 


(clobetasol propionate) 


CREAM, 0.05% OINTMENT, 0.05% 


(potency expressed as clobetasol propionate) 
For Dermatological Use Only—Not for Ophthalmic Use. 


DESCRIPTION: TEMOVATE™ (clobetasol propionate) Cream and Ointment contain the active 
compound clobetasol propionate, a synthetic corticosteroid, for topical dermatologic use. 
Clobetasol, an analog of prednisolone, has a high degree of glucocorticoid activity and a slight 
degree of mineralocorticoid activity. 

Chemically, clobetasol propionate is 21-chloro-9-fluoro-118, 17-dihydroxy-168-meth- 
ylpregna-1 ,4-diene-3,20-dione, 17-propionate, with the empirical formula C..H..CIFO,, a molec- 
ular weight of 467, and the following structural formula: 


CH,CI 
| 





Clobetasol propionate is a white to cream-colored crystalline powder insoluble in water. 

TEMOVATE Cream contains clobetasol propionate 0.5 mg/g in a cream base of propylene 
glycol, glyceryl monostearate, cetostearyl alcohol, glyceryl stearate, PEG 100 stearate, white 
wax, chlorocresol, sodium citrate, citric acid monohydrate, and purified water. 

TEMOVATE Ointment contains clobetasol propionate 0.5 mg/g in a base of propylene gly- 
col, sorbitan sesquioleate, and white petrolatum 
CLINICAL PHARMACOLOGY: The corticosteroids are a class of compounds 
comprising steroid hormones secreted by the adrenal cortex, and their syn- 
thetic analogs. In pharmacologic doses, corticosteroids are used primarily for 
their anti-inflammatory and/or immunosuppressive effects. Topical cortico- 
steroids, such as clobetasol propionate, are effective in the treatment of corti- 
costeroid-responsive dermatoses primarily because of their anti- 
inflammatory, anti-pruritic, and vasoconstrictive actions. However, while the 
physiologic, pharmacologic, and clinical effects of the corticosteroids are well 
known, the exact mechanisms of their actions in each disease are uncertain 

Clobetasol propionate, a corticosteroid, has been shown to have topical 
(dermatologic) and systemic pharmacologic and metabolic effects character- 
istic of this class of drugs 
Pharmacokinetics: The extent of percutaneous absorption of topical cortico- 
steroids, including clobetasol propionate, is determined by many factors, 
including the vehicle, the integrity of the epidermal barrier, and the use of 
occlusive dressings (see DOSAGE AND ADMINISTRATION). 

As with all topical corticosteroids, clobetasol propionate can be 
absorbed from normal intact skin. Inflammation and/or other disease 
processes in the skin may increase percutaneous absorption 
Occlusive dressings substantially increase the percutaneous 
absorption of topical corticosteroids (see DOSAGE AND ADMINISTRATION). 

Once absorbed through the skin, topical corticosteroids enter pharmacokinetic pathways 
similar to systemically administered corticosteroids. Corticosteroids are bound to plasma pro- 
teins in varying degrees. Corticosteroids are metabolized primarily in the liver and are then 
excreted by the kidneys. Some of the topical corticosteroids, including clobetasol propionate 
and its metabolites, are also excreted into the bile. 

TEMOVATE™ Cream and Ointment have been shown to depress the plasma levels of adre- 
nal cortical hormones following repeated non-occlusive application to diseased skin in patients 
with psoriasis and eczematous dermatitis. These effects have been shown to be transient and 
reversible upon completion of a two-week course of treatment. 

INDICATIONS AND USAGE: TEMOVATE™ Cream and Ointment are indicated for short-term 
treatment of inflammatory and pruritic manifestations of moderate to severe corticosteroid- 
responsive dermatoses. Treatment beyond two weeks is not recommended, and the total dos- 
age should not exceed 50 grams per week because of the potential for the drug to suppress the 
hypothalamic-pituitary-adrenal (HPA) axis 

These products are not recommended for use in children under 12 years of age 
CONTRAINDICATIONS: TEMOVATE™ Cream and Ointment are contraindicated in patients who 
are hypersensitive to clobetasol propionate, to other corticosteroids, or to any ingredient in 
these preparations. 

PRECAUTIONS: General: TEMOVATE™ is a highly potent topical corticosteroid that has been 
shown to suppress the HPA axis at doses as low as 2 g per day. Systemic absorption of topi- 


cal corticosteroids has resulted in reversible hypothalamic-pituitary-adrenal (HPA) axis suppres- 


sion, manifestations of Cushing's syndrome, hyperglycemia, and glucosuria in some patients. 

Conditions which augment systemic absorption include the application of the more potent 
corticosteroids, use over large surface areas, prolonged use, and the addition of occlusive 
dressings. Therefore, patients receiving a large dose of a potent topical steroid applied to a 
large surface area should be evaluated periodically for evidence of HPA axis suppression by 
using the urinary free cortisol and ACTH stimulation tests. If HPA axis suppression is noted, an 
attempt should be made to withdraw the drug, to reduce the frequency of application, or to 
substitute a less potent steroid. 

Recovery of HPA axis function is generally prompt and complete upon discontinuation of 
the drug. infrequently, signs and symptoms of steroid withdrawal may occur, requiring supple- 
mental systemic corticosteroids. 

Children may absorb proportionally large amounts of topical corticosteroids and thus be 
more susceptible to systemic toxicity (see PRECAUTIONS: Pediatric Use). 

If irritation develops, topical corticosteroids should be discontinued and appropriate 
therapy instituted 

In the presence of dermatological infections, the use of an appropriate antifungal or anti- 
bacterial agent should be instituted. If a favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infection has been adequately controlled 

Certain areas of the body, such as the face, groin, and axillae, are more prone to atrophic 
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Product Information 


changes than other areas of the body following treatment with corticosteroids. Frequent obser- 
vation of the patient is important if these areas are to be treated. 

As with other potent topical corticosteroids, TEMOVATE™ (clobetasol propionate) Cream 
and Ointment should not be used in the treatment of rosacea and perioral dermatitis. Topical 
corticosteroids in general should not be used in the treatment of acne. 

Information for Patients: Patients using TEMOVATE"" should receive the following information , 

and instructions: 

. This medication is to be used as directed by the physician and should not be used longer 

than the prescribed time period. It is for external use only. Avoid contact with the eyes 

2. This medication should not be used for any disorder other than that for which it was 
prescribed. 

3 me treated skin area should not be bandaged or otherwise covered or wrapped so as to be 
occlusive. 

4. Any signs of local adverse reactions should be reported to your physician. 


Laboratory Tests: The following tests may be helpful in evaluating HPA axis suppression: 
Urinary free cortisol test 
ACTH stimulation test 


Carcinogenesis, Mutagenesis, Impairment of Fertility: Long-term animal studies have not 
been performed to evaluate the carcinogenic potential or the effect on fertility of topically 
applied corticosteroids. 

Studies to determine mutagenicity with prednisolone have revealed negative results. 
Pregnancy: Pregnancy Category C: Corticosteroids are generally teratogenic in laboratory ani- 
mals when administered systemically at relatively low dosage levels. The more potent cortico- 
steroids have been shown to be teratogenic in animals after dermal application. Clobetasol 
propionate has not been tested for teratogenicity by this route; however, it appears to be fairly 
well-absorbed percutaneously, and when administered subcutaneously, it proved to be a rela- 
tively potent teratogen in both the rabbit and the mouse. 

There are no adequate and well-controlled studies of the teratogenic effects of topically 
applied corticosteroids in pregnant women. Therefore, topical corticosteroids should be used 
during pregnancy only if the potential benefit justifies the potential risk to the fetus. Drugs of 
this class should not be used extensively on pregnant patients in large amounts or for pro- 
longed periods of time 
Nursing Mothers: It is not known whether topical administration of corticosteroids could result 
in sufficient systemic absorption to produce detectable quantities in breast milk. Systemically 
administered corticosteroids are secreted into breast milk in quantities not 
likely to have a deleterious effect on the infant. Nevertheless, caution should 
be exercised when topical corticosteroids are prescribed for a nursing woman 
Pediatric Use: Use of TEMOVATE™ Cream and Ointment in children under 
12 years of age is not recommended. 

Pediatric patients may demonstrate greater susceptibility to topical 
corticosteroid-induced HPA axis suppression and Cushing's syndrome thar 
mature patients because of a large skin surface area to body weight ratio. 

HPA axis suppression, Cushing's syndrome, and intracranial hypertensio: 
have been reported in children receiving topical corticosteroids. Manifesta- , 
tions of adrenal suppression in children include linear growth retardation, 
delayed weight gain, low plasma cortisol levels, and absence of response to 
ACTH stimulation. Manifestations of intracranial hypertension include bulging 
fontanelles, headaches, and bilateral papilledema. 

ADVERSE REACTIONS: TEMOVATE™ Cream and Ointment are generally well 
tolerated when used for two-week treatment periods 

The most frequent adverse reactions reported for TEMOVATE Cream havi 
been local and have included burning sensation in 4 of 421 patients and sting- 
ing sensation in 3 of 421 patients. Less frequent adverse reactions were itch- 
ing, skin atrophy, cracking and fissuring of the skin, which occurred in 1 of 


421 patients. 

The most frequent adverse events reported for TEMOVATE Ointment have been local and 
have included burning sensation, irritation, and itching. These occurred in 2 of 366 patients. 
Less frequent adverse reactions were stinging, cracking, erythema, folliculitis, numbness of 
fingers, skin atrophy, and telangiectasia, which occurred in 1 of 366 patients. 

The following local adverse reactions are reported infrequently when topical corticosteroid 
are used as recommended. These reactions are listed in an approximately decreasing order of 
occurrence: burning, itching, irritation, dryness, folliculitis, hypertrichosis, acneiform erup- 
tions, hypopigmentation, perioral dermatitis allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy, striae, and miliaria. Systemic absorption of topical cortico- 
steroids has produced reversible HPA axis suppression, manifestations of Cushing's syndrome 
hyperglycemia, and glucosuria in some patients. In rare instances, treatment (or withdrawal of 
treatment) of psoriasis with corticosteroids is thought to have provoked the pustular form of 
the disease. 

OVERDOSAGE: Topically applied TEMOVATE™ can be absorbed in sufficient amounts to pro- 
duce systemic effects (see PRECAUTIONS). 

DOSAGE AND ADMINISTRATION: A thin layer of TEMOVATE™ Cream or Ointment should be 
applied with gentle rubbing to the affected skin areas twice daily, once in the morning and once 
at night. 

TEMOVATE Cream and Ointment are potent; therefore, treatment must be limited to 14 
days, and amounts greater than 50 g per week should not be used. 

TEMOVATE Cream and Ointment are not to be used with occlusive dressings. 

HOW SUPPLIED: TEMOVATE™ Cream, 0.05% is supplied in 15 g (NDC 0173-0375-73) and 
30 g (NDC 0173-0375-72) tubes. TEMOVATE™ Ointment, 0.05% is supplied in 15 g (NDC 0173 
0376-73) and 30 g (NDC 0173-0376-72) tubes 


Store between 15° and 30°C (59° and 86 °F). TEMOVATE Cream should not be refrigerated. 
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Glaxo 
Glaxo Dermatology Products ‘ 
Glaxo İnc., 
Research Triangle Park, NC 27709 
© Copyright 1985, Glaxo Inc. All rights reserved. 
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pre — before; as in before exposure to irritating alkaline substances. 
tection — from the Latin, technicus, referring to an art or craft, as in 
the art of caring for a patient’s skin. 
pretection — the art of using pH-Stabil to protect your patients against 
primary irritant dermatitis due to contact with alkalis or solvents. 
pH-Stabil contains no silicone, no steroids. Its unique ion exchange 
system formulation protects your patients in the workplace and 
at home. 
P Call Toll Free 1-800- 
HERMALI now for copies 
of clinical papers and . 
samples of pH-Stabil for s : 
evaluation in your practice. “a” a 
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ee Only new LactiCare-HC complements 
the anti-inflammatory activity of hydro- 
cortisone with the superior moisturizing 
properties of LactiCare® Lotion to help 
your patients control the dryness and 
pruritus so common to atopic and 
eczematous dermatoses. Prescribe 
LactiCare-HC in 1% or 21296 strengths STIEFEL 
with the confidence that the soothing 













Indications and Usage: Topical corticosteroids are indicated for the relief of the inflammatory and pruritic manifestations 
of corticosteroid-responsive dermatoses. 
Contraindications: Topical corticosteroids are contraindicated in those patients with a history of hypersensitivity 
to any of the components of the preparation. 
Precautions: General — Systemic absorption of corticosteroids has produced reversible hypothalmic-pituitary-adrenal 
(HPA) axis suppression, manifestations of Cushing s syndrome, hyperglycemia, and glucosuria in some patients 
Conditions which augment systemic absorption include the application of the more potent steroids, use over 
large surface areas, prolonged use, and the use of occlusive dressings 
Therefore, patients receiving a large dose of a potent topical steroid applied to a large surface area or under 
an occlusive dressing should be evaluated periodically for evidence of HPA axis suppression by using the urinary 
tree cortisol and ACTH stimulation tests. If HPA axis suppression is noted, an attempt should be made to withdraw 
the drug, to reduce the frequency of application, or to substitute a less potent steroid. Recovery of HPA axis 
function is generally prompt and complete upon discontinuation of the drug. Infrequently, signs and symptoms of 
Steroid withdrawal may occur requiring supplemental systemic corticosteroids 





LactiCare lotion base will encourage 
patient compliance. 

LactiCare-HC samples are available 
from your Stiefel representative or by 
Calling toll-free: 1-800-327-3858. (In 
Florida, call collect: 0-305-443-3807.) 


Stiefel Laboratories, Inc. 
Coral Gables, Florida 33134 


€ 1986 Stiefel Laboratories, Inc 


Children may absorb proportionally larger amounts of topical corticosteroids and thus be more susceptible to 


systemic toxicity 


If irritation develops, topical corticosteroids should be discontinued and appropriate therapy instituted. 
In the presence of dermatological infections, the use of an appropriate antifungal or antibacterial agent should 
be instituted. If a favorable response does not occur promptly, the corticosteroid should be discontinued until the 


infection has been adequately controlled 


Adverse Reactions: The following local adverse reactions are reported infrequently with topical corticosteroids, but 


May occur more frequently with the use of occlusive dressings. These reactions are listed in an approximate 
decreasing order of occurrence: Burning, Irritation, Dryness, Folliculitis, Hypertrichosis, Acneiform eruptions 
Hypopigmentation, Perioral dermatitis, Itching, Allergic contact dermatitis, Maceration of the skin, Secondary 


infection, Skin atrophy, Striae, Miliaria 


How Supplied: 1%-4 fl. oz. bottle NDC 0145-2537-04 , 2%%-2 fi. oz. bottle NDC 0145-2538-02 


Store at controlled room temperature, 15°-30°C (69°-86°F 
Caution: Federal law prohibits dispensing without prescription 
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OPPORTUNITIES IN HOUSTON, MIAMI/FORT LAUDERDALE 


CIGNA Healthplan has immediate practice oppor- 
tunities in two of the Sunbelt’s most exciting areas: 
Houston and Miami/Fort Lauderdale. As one of the 
highly respected physicians with CIGNA Healthplan, 
you'll be able fo concentrate on the practice of 
medicine without the time-consuming and distracting 
administrative demands of private practice. A com- 
petitive salary, professional liability coverage, pension 
und retirement benefits, scheduled working hours, 
professional development time and funding, and 
paid vacations are all provided. 


For consideration, send your c.v. to your choice of 
locations, attention Director of Physician Recruitment. 


Houston: CIGNA Healthplan of Texas, Inc., Dept. 4D, 
5748 Westheimer, Suite 1475, Houston, TX 77057, (713) 
266-4418. 


Miami/Fort Lauderdale: CIGNA Healthplan of South 
Florida, Inc., Dept. 4D, 6301 N.W. 5th Way, Suite 4100, 
Fort Lauderdale, FL 33309, (305) 493-5400. 


Equal Opportunity Employer M/F/H/V 
CIGNA 
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Erymax?4 oz. 
(erythromycin) 2% Topical Soluti 


Now available— 
2 fl. oz. size with applicator. 


DESCRIPTION: Erythromycin is an antibiotic produced from a strain of Strepton 
erythraeus. İt is basic and readily forms salts with acids, 


Contains: erythromycin £ 2% (20 m 
with: SD Alcohol 40-2 (66%), propylene glycol, and citric acid 


ACTION: Although the mechanism by which Erymax Topical Solution acts in rt 
ing inflammatory lesions of acne vulgaris is unknown, it is presumably due to it 
tibiotic action. 


INDICATIONS: Erymax Topical Solution is indicated for the topical control of 
vulgaris. 


CONTRAINDICATIONS: Erymax Topical Solution is contraindicated in persons 
have shown hypersensitivity to erythromycin or any of the other listed ingredier 


WARNING: The safe use of Erymax Topical Solution during pregnancy or lact 
has not been established 


PRECAUTIONS: Erymax Topical Solution is recommended for external use onh 
should be kept away from the eyes, nose, mouth and other mucous membranes. 
comitant topical acne therapy should be used with caution because a cumulative irri 
effect may occur, especially with the use of peeling, desquamating or abrasive ag 


The use of antibiotic agents may be associated with the overgrowth of antibiotic-resi 
organisms. İf this occurs, administration of this drug should be discontinued and a) 
priate measures taken. 


ADVERSE REACTIONS: Adverse conditions reported include dryness, tenderi 
pruritus, desquamation, erythema, oiliness, and burning sensation. Irritation of the 
has also been reported. A case of generalized urticarial reaction, possibly related t 
drug, which required the use of systemic steroid therapy, has been reported. 


HOW SUPPLIED: Erymax”Topical Solution, U.S.P. is supplied in a 2 fl. oz. pl 
bottle with optional Dab-0-Matic applicator and a 4 fl. oz. plastic bottle. 


HERBERT LABORATORIES 

Dermatology Division of 

ALLERGAN PHARMACEUTICALS, INC. 
Irvine, California 92713, U.S.A. 











STOP SWEAT 6 WEEKS 


DRIONIC’ THERAPY FOR THE HYPERHIDROTIC 


MEDICAL NEED — Value of keeping PATIENT NEED — Social embarrassment 
skin dry recognized as both preven- plus cost of replacing sweat ruined 
tative and therapeutic for tinea pedis, garments and footwear are major 
friction blisters, contact dermatitis, interests. Needs extend to occupational 
eczema, warts. 





problems with wet hands and sports 
abuse of wet feet. 





MODALITY — Battery operated device uses no chemicals. Tap water wetted pads 
are applied to problem areas. Six weeks inhibition follows nominal treatment. 


SAFETY & EFFICACY — Repeated studies confirm safety and efficacy. Clinical 
studies available on request. Over 12 years hospital use of iontophoretic process 
recorded in England. 


MECHANISM — Hyperkeratotic plugs develop in sweat ducts from treatment 
current. Study confirms plug by using adhesive patch to partially restore sweating. 


By prescription only direct from manufacturer. (Rx pads on request). Recommended for home use. 


GENERAL MEDICAL CO. Dept. DD-24 İ GENERAL MEDICAL CO. Dept. pp-25 
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Erymax’ is effective... 
(erythromycin) 








give it a fair trial. 


Erymax contains 2% erythromycin 


In published studies, 2% erythromycin has been shown 
to be effective in grades 2 and 3 acne. 


“In the group...treated with erythromycin...the total 
count of inflammatory papules and pustules was reduc- 
ed from 1,966 before therapy to 856 at the end of 


” 


therapy: 


“In the erythromycin group, 62% of the patients’ 
responses were evaluated as being good or excellent?” 





Balanced formulation; good 

patient acceptance 

Erymax (erythromycin) 2% Topical Solution also pro- 

vides broad patient acceptance. The unique Erymax : ; 

balanced formula — not too drying, not too greasy — Yet Erymax can be used concomitantly with a BPO 

has a feel patients like. So they’ll use it as you direct. product, such as Clear by Design, permitting you to 
control the dosage form and duration of the concomi- 

The only 4 fl. oz. topical antibiotic tant preparation. 


Only 4 fl. oz. Erymax offers patients the convenience Consider the evidence. Erymax is effective; with the 

of fewer trips to the drug store, hence fewer “com- added benefits of convenience, economy, and excellent 

pounding” fees; and less likelihood of interrupted patient acceptance. So when your choice of acne 

therapy. And Erymax is really convenient compared to therapy hangs in the balance, the verdict is clear. It’s 

combination products requiring refrigeration for Erymax. Give it a fair trial... 

stability. 1. Jones EL, Crumley AF: Topical erythromycin vs blank vehicle in a multiclinic acne study. 
Arch Dermatol 117: 551-553, 1981. 


See adjoining page for brief summary of prescribing information. 
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Correspondence 


The CoRRESPONDENCE department of the ARCHIVES is 
meant to provide a forum for exchange of ideas about 
cutaneous medicine and surgery, and is divided into two 
sections. The COMMENTS AND OPINIONS section is intended for 
responses to articles previously published in the journal or 
for comments on philosophic and practical issues pertain- 
ing to dermatology. If an Arcuives article is discussed, the 
letter should contain this reference and be received within 
two months of the article’s publication. The VIGNETTES 
section contains ministudies, very short case reports, rapid 
publications, and preliminary observations that lack the 
data to qualify as full journal articles. 

We encourage submission of letters for publication in the 
CORRESPONDENCE section. Acceptance is contingent on edito- 
rial review and space available. Correspondence should be 
double-spaced, submitted in triplicate, and be clearly 
marked “for publication.” Correspondence should not 
exceed 500 words, contain more than five references and 
two figures, and must include a copyright transfer state- 
ment (see Instructions for Authors) when submitted. 


Comments and Opinions 


Measurement and Figure in Dermatology 


To the Editor.—I read with interest the article by 
Illig and co-workers' on congenital melanocytic nevi 
and malignant melanoma. Size seems to be an impor- 
tant parameter for the development of melanoma in 
such nevi. This was also demonstrated by Greely et 
al? who stated that nevi with an area of more than 
900 sq mm should be considered as potential precur- 
sor lesions. 

Although most of the nevi display a rather simple 
geometric form such as an oval, the statement of just 
the largest and smallest diameter is not really 
satisfying. Instead, I would suggest a very simple 
procedure that allows rapid determination of the 
actual area of such lesions. 

The lesion to be measured is covered by a transpar- 
ent sheet carrying a lattice or regularly spaced 
points. According to well-known morphometric prin- 
ciples,’ each point (crossover point) represents an 
area fraction equal to the whole area divided by the 
number of points. In the example given (Figure), one 
crossover point represents 0.25 sq cm. Thus, the 
whole lesion measures 4.5 (18 X 0.25 cm) sq em. 

If a higher degree of accuracy is required, the grid 
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Superficial spreading melanoma on lovver leg of 71-year-old 
woman. Area determined by superimposed grid: 4.5 sq cm. 


is placed randomly onto the lesion various times, and 
the mean of the points counted is multiplied by the 
individual “point area.” With a few, appropriately 
spaced grids, lesions of different size, such as leg 
ulcers or wheal and flare reactions in allergy testing, 
can be measured efficiently and precisely. 

FRIEDRICH A. BAHMER, DR MED 

Universitats-Hautklinik 

D-6650 Homburg (Saar) 

West Germany 
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Relative Area Index in Congenital Nevi 


To the Editor.—In the October 1985 issue of the 
ARCHIVES, Elder' points out that the clinician still 
needs more data describing congenital nevocytic nevi 
(CNN). One factor that may be of importance is 
nevus size. Since CNN probably grow with the rest of 
the body, from birth until adulthood, I believe it is of 
value to express nevus size in relation to body surface 
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area (BSA). Kopf et al” have suggested a division of 
CNN, depending on the largest diameter, into small 
(less than 15 mm), medium (15 to 199 mm), and large 
(200 mm or more). They also state that a nevus can 
change category as an infant grows to adulthood, 
“although the percent of body surface area of the 
nevus remains fairly constant.” The same division of 
CNN has been made by the National Institutes of 
Health Consensus Development Conference, but 
with the addition “according to size in infancy.” In a 
recent study by Kopf et al‘ concerning the prevalence 
of “medium-sized” congenital-nevus-like nevi in 
adults, the definition of “medium-sized” still was 15 
to 199 mm. Obviously, measurement of nevus size 
must be defined in a better way. A ratio between 
nevus area and BSA might be used to express the 
percentage of body surface covered by the nevus (this 
relationship might be called relative area index 
[RAI]). Thus, 


RAI = 100 X Nevus Area/BSA 


where nevus area and BSA are expressed in square 
meters. By multiplying by 100, RAI is expressed in 
area percent. 

According to DuBois’ formula, BSA can be 
expressed as 


BSA = 7.184 x 10° X W°% x Ho” 


where W is body weight in kilograms and H, height 
in centimeters. However, when BSA is less than 0.6 
sq m, a more accurate value is obtained using Boyde’s 
formula 


BSA = 3.207 x 10° x ye 7285 — 0.0188 logV) X H” 


where V is body weight in grams. 

As an example, a 1-year-old child, 75 em tall, 
weighing 10 kg, with a CNN with a diameter of 20 
mm, would have an RAI of 0.065%. A nevus the same 
size in an adult 180 cm tall, weighing 75 kg, would 
have an RAI of only 0.016%. 

One hopes an index of this kind could be of 
importance to future research and possibly also to 
prognosis in individual cases. 

ANDERS ENHAMRE, MD 
Department of Dermatology 
Karolinska Hospital 

S-104 01 Stockholm, Sweden 
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Congenital Nevi: The Controversy Rages On 


To the Editor.—While I agree entirely with the 
editorial stance of Joseph C. Alper, MD, in the June 
1985 issue of the ARCHIVES: that economic concerns 
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should not be the primary directive of patient care 
(vis-a-vis removal of small congenital nevocytic 
nevi), I do not agree with his statement that Rhodes 
et al presented “compelling data” demonstrating the 
malignant potential of small congenital nevocytic 
nevi. In addition to the concern about the histopath- 
ologic criteria for the diagnosis of congenital nevo- 
cytic nevi that Dr Alper alluded to as a weakness of 
the study conducted by Rhodes et al,” there are other 
critical concerns as well. 

The study by Rhodes et al was based on a combi- 
nation of historic and histopathologic data. There 
was historic information available for 134 patients 
and histopathologic data available for 234 patients. 
There was both historic and histopathologic infor- 
mation on 30 patients. Among these 30 patients, 
there were two who described pigmented lesions 
present since birth. However, the histology in these 
two patients did not show a melanoma-associated 
nevus. Two other patients had nevocellular nevi with 
congenital features present in the histology speci- 
men; however, neither of these patients reported a 
pigmented lesion present at birth (a 75-year-old man 
recalled the lesion present for at least 19 years, and a 
34-year-old woman recalled the lesion present for at 
least 22 years). The interval between diagnosis and 
interview for the 134 cases with a history of a 
pigmented lesion was within one year for slightly 
more than half of the patients, within one to two 
years for a fifth of the patients, but greater than two 
years for the remainder. Among all of the patients 
described by Rhodes et al, none had both a history of 
pigmented lesion and histologic confirmation of a 
melanoma arising within a nevocytic nevus with 
congenital features. 

Rhodes et al claimed that history was more reli- 
able than histology in determining whether a small 
congenital nevus existed. I do not believe this conten- 
tion is justified. We are all aware of the fallibility of 
human memory and the tremendous bias introduced 
in memory by the occurrence of disease. 

I strongly support Dr Alper’s suggestion that a 
study developing histologic criteria for congenital 
nevocytic nevi is badly needed. 

Currently, the parents of patients who present to 
our institution with small or medium-sized nevocytic 
nevi are advised that there is controversy surround- 
ing the management of these lesions. We do not 
recommend removal of small lesions prior to puberty 
and suggest that families reassess the advisability of 
removal when the child enters into puberty. For 
medium-sized lesions, if removal is desired, we rec- 
ommend that it be performed when the best cosmetic 
removal can be obtained. I believe that there is room 
in the management of these lesions for those of us 
who feel that the study by Rhodes et al is seriously 
flawed. 

VIRGINIA P. Sypert, MD 
Department of Pediatrics/RD-20 
School of Medicine 

University of Washington 
Seattle, WA 98195 
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In Reply.—I would like to thank Dr Virginia Sybert 
for her excellent letter—particularly since it vali- 
dates my choice of title for the editorial. 

I accept all of Virginia’s criticisms concerning the 
study by Rhodes et al as causing potential serious 
flaws. However, that does not necessarily make the 
data worthless. It is possible, with an ideally 
designed study, that the magnitude of the risk would 
be less, but that small congenital nevi would still 
have a malignant transformation rate greater than 
that of acquired nevi. Or, perhaps, such an ideally 
designed study would finally show that there is no 
risk at all. At present, we do not know. But neither do 
we know that the flaws in the study by Rhodes et al 
totally negate their conclusions. Therefore, I still find 
it prudent to remove small congenital nevi as soon 
after birth as possible given that (1) the procedure is 
essentially risk free; (2) the most potential harm that 
can occur is development of malignant melanoma, 
not a basal cell or some other easily managed skin 
tumor; and (3) cosmetically, the best results will 
accrue with early removal since scars do not grow 
(they actually contract) but congenital nevi usually 
grow in proportion to the child’s growth. 

JOSEPH C. ALPER, MD 
Department of Dermatology 
Roger Williams General Hospital 
825 Chalkstone Ave 

Providence, RI 02908 


Oral Lesions Associated With Pityriasis Rosea 


To the Editor.—Kay et al in the November 1985 issue 
of the ARCHIVES" reported on the uncommon observa- 
tion of ulcerative oral lesions in association with 
concomitant cutaneous pityriasis rosea. The oral 
lesions arose several weeks following the primary 
indication of a papular squamous eruption covering 
the entire trunk and proximal upper extremities. The 
oral lesions were characterized as multiple shallow 
ulcerations with a yellow-gray membrane and a 
regular border with an erythematous halo. The 
ulcers were described as aphthouslike in morphology 
and were distributed on the buccal mucosa, lower lip, 
palate, and on the ventral surface of the tongue. The 
latter site is documented in their Fig 4, although it is 
stated in the legend that this is representative of 
palatal ulcerations rather than those on the tongue. 
Indeed, the evidence for any ulceration on the palate 
is extremely weak in this particular photograph. 

I wish to submit that the oral lesions demon- 
strated are indeed aphthous ulcers of the usual type 
and not those of pityriasis rosea. The distribution of 
the ulcers shown in this particular article strongly 
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point to aphthous ulcerations as well as their general 
appearance and apparent restriction to nonkeratin- 
ized mucosa. The absence of an oral biopsy specimen 
in an area representing the preulcerative stage 
would be necessary to rule out the usual type of 
aphthous process. Another point in favor of a diag- 
nosis of aphthous stomatitis was the resolution of 
the oral lesions within one week after symptomatic 
treatment with topical agents. 

Of note in the patient described by Kay and his 
collaborators is the general similarity to classic 
aphthous stomatitis. The relationship of this partic- 
ular patient’s oral ulcerations are considered circum- 
stantial, at best, relative to the pityriasis rosea. The 
long duration of these lesions prior to the onset of 
the oral ulceration and the rapid clearing of such is 
truly a weak one and, when coupled with the charac- 
ter and nature of the oral ulcerations, without any 
indication of the appearance of these areas prior to 
true ulcer formation precludes such a diagnosis. An 
alternative explanation for this oral finding, there- 
fore, relates to a simple aphthous ulcerative process 
evolving concomitantly in an individual with cutane- 
ous pityriasis rosea. 

JAMES J. ScruBBA, DMD, PHD 
Department of Dentistry 

Long Island Jewish Medical Center 
New Hyde Park, NY 10042 
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In Reply.—Aphthous stomatitis is a clinical diagno- 
sis for which there is no specific diagnostic test. 
Challacombe et al' state that “...the differential 
diagnosis of recurrent oral ulceration has been con- 
fused because of the tendency to apply the term 
‘aphtha’ uncritically to any oral ulcer.” They prefer 
to use the term “pseudo-aphthous ulcers” when such 
ulcers appear to be due to systemic disease. Occa- 
sional authors have made the statement that the 
histologic changes seen in a preulcerative aphthous 
lesion are “more unique” than the nonspecific 
changes seen once an ulcer has formed.? Biopsy 
specimens in the preulcerative phase show promi- 
nent spongiosis, exocytosis of inflammatory cells, 
and a submucosal inflammatory infiltrate of neutro- 
phils, mast cells, lymphocytes, histiocytes, and plas- 
ma cells.’ We do not regard such changes as specific 
or diagnostic. 

The criteria used to define aphthous ulcers vary 
according to author. Most references stress that the 
ulcers are painful, recurrent, shallow, round or oval, 
and covered with a gray-white fibrinopurulent pseu- 
domembrane. Aphthae usually heal in seven to 14 
days and usually involve unkeratinized, moveable 
mucous membranes such as the lips, buccal mucosa, 
or tongue. Lesions are not usually present on fixed, 
less-mobile mucous membranes. In one study, only 
2% of 133 patients with minor aphthous ulcers had 
involvement of the palate, and only 1% had involve- 
ment of the gums.‘ Major and herpetiform aphthous 
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ulcers are more likely to occur in these locations, 
however.‘ 

Our patient had oral ulcers that occurred only 
during an episode of cutaneous pityriasis rosea (PR).° 
She had no prior history of oral ulcers, and has had 
no recurrence of ulcerations four months after reso- 
lution of PR. The fact that the ulcers were not 
present when the skin lesions were first noted is 
consistent with an evolving process. There are few 
medical conditions in which all of the signs and 
symptoms are present at once. Her painful ulcers 
were widely distributed and involved the lower lip, 
tongue, palate, and gingiva. We had originally sub- 
mitted photographs of the ulcers and erosions on the 
gingiva and palate, but they were deleted due to 
journal space limitations. During the editing pro- 
cess, the ulcers on the ventral aspect of the tongue 
shown in Fig 4 were incorrectly identified as being 
from the palate. 

Although we admit that the coexistence of oral 
ulcers with PR does not prove a cause-and-effect 
relationship, we believe that the ulcers in our 
patient, and in the other similar patients in the 
literature, were related to the PR process. We do not 
think it is useful to refer to the ulcers as aphthae 
evolving concomitantly with PR. Certainly, aph- 
thouslike oral ulcers occur in a wide variety of 
cutaneous diseases (eg, lupus erythematosus, bullous 
diseases, viral exanthems), but these are generally 
not regarded as aphthae once the underlying cause is 
determined. 

Martin H. Kay, MD, PHD 
Department of Dermatology 
RONALD P. Rapini, MD 
Departments of Dermatology 

and Pathology 
University of Texas Medical Sehool 
6431 Fannin 
Houston, TX 77030 
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Lichen Planus: 
Significant Premalignant Potential? 


To the Editor.—We wish to comment on the recent 
article by Odukoya and Shklar that appeared in the 
September 1985 issue of the ARCHIVES’. 

In our opinion, their article demonstrates the 
classic error made by those who claim that lichen 
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planus has significant premalignant potential. The 
misconception rests on the fact that, in cases selected 
for study, the original diagnoses of lichen planus are 
either incorrect or unsubstantiated by histomorpho- 
logic documentation. With specific reference to their 
article, the authors state that they selected for study 
“cases histologically diagnosed as lichen planus.” 
Published photomicrographs, however, fail to satisfy 
the diagnostic criteria of lichen planus and, on the 
contrary, show dysplasia with lichenoid features (eg, 
lichenoid dysplasia). Thus, in all probability, lesions 
cited in this study bear no relation to lichen planus 
other than that they share with lichen planus some 
rather nonspecific clinical and histologic features 
seen in a number of different oral disorders.’ 

We feel strongly that claims of malignancy devel- 
oping from “lichen planus” demand careful scrutiny 
in order to be assured that original diagnoses are 
accurate. In their article, purported initial diagnoses 
of lichen planus fall considerably short of confirma- 
tion. It would, therefore, appear that present claims 
of epithelial dysplasia in oral lichen planus are, at 
best, questionable and thereby unacceptable. 

Davin J. Krutcukorr, DDS, MS 

ELLEN EISENBERG, DMD 

School of Dental Medicine 

University of Connecticut 
Health Center 

Farmington, CT 06032-9984 
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In Reply.—Drs Krutchkoff and Eisenberg take us 
severely to task for publishing the results of our 
histologic study of 100 cases of oral lichen planus 
without “histomorphologic documentation” that our 
diagnoses were correct. They state that “lesions cited 
in this study bear no relation to lichen planus,” and 
go on to pronounce the results reported “question- 
able and thereby unacceptable.” Having thus dis- 
posed of the need to consider what actually was said 
in our article, the authors refer us for enlightenment 
to an article of their own on a similar topic that has 
recently appeared in another journal. 

In our article, we did not attempt to discuss in 
depth the diagnostic criteria for lichen planus, but 
merely summarized our working criteria, at the 
outset, with references. This seemed to us to be 
appropriate, insofar as the criteria we mentioned 
(the same criteria used by Krutchkoff and Eisenberg 
in their article) have been widely accepted, utilized, 
and taught for at least three decades, and were first 
brought forth, so far as we know, in 1906. It would 
prove tedious, we believe, for the readers of the 
ARCHIVES were we to put forward 100 or more 
photomicrographs to support our assertion that our 
cases were correctly diagnosed. (How else could we 
answer the accusation that they were not?) 
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— The fact that, in the opening sentence of the 
second paragraph, the authors imply that we are 
-among “those who claim that lichen planus has 


“— significant premalignant potential” suggests to us 


that they are using our article only as another 

“occasion to put forward their own views. Had Drs 
Krutchkoff and Eisenberg taken the trouble to read 

- our discussion, they would have noted that “in our 
opinion, the cases interpreted as mild dysplasia 
probably represent little, if any, threat of cancer 
development.” In fact, we showed a very low associ- 
ation between lichen planus and moderate or severe 
dysplasia, and suggest that the observation of dys- 
plasia in a case of suspected lichen planus should be 
taken seriously by both the pathologist and the 
clinician. 

We do not propose to dictate to others the “proper” 
terminology te use, nor do we pretend to be more 
accurate diagnosticians than other working patholo- 
gists. Retrospective reviews have serious limitations, 
and we have attempted to avoid the pitfall of overin- 
terpretation in the discussion of our data. When Drs 
Krutchkoff and Eisenberg have some evidence to 
support their assertion that “lichenoid dysplasia” is 
a term that should be introduced into the pathologic 
lexicon, we hope that they will bring these data 
forward. Until they do, we will continue to use the 
existing clinical and morphologic criteria for diagno- 
sis of both lichen planus and epithelial dysplasia, and 
to regard histologic signs of moderate or severe 
-dysplasia as indicative of increased risk for develop- 
ment of invasive carcinoma. 

GEORGE GALLAGHER, DMD, DMSc 
GERALD SHKLAR, DDS, MS 
Department of Oral Medicine 

and Oral Pathology 
Harvard School of Dental Medicine 
188 Longwood Ave 
Boston, MA 02115 


Bullous Pemphigoid Antibodies 


To the Editor.—We read with interest the article in 
the September 1985 issue of the Arcuives by Gold- 
_ berg et al" coneerning the best substrate for bullous 
‘pemphigoid (BP) antibodies. Our group completed a 
similar study in late 1985 that compared BP antibody 
titers from various skin sites on a monkey with BP 
antibody titers achieved on monkey esophagus. Skin 
was obtained from a living monkey and prepared for 
indirect immunofluorescence in the standard man- 
ner.’ Skin sites included face, chest, abdomen, buccal 
mucosa, and flexor and extensor arm and leg. Human 
sera from three patients with BP with titers on 
monkey esophagus of 640, 1,280, and 1,280, respec- 
tively, were studied. Skin sites from all areas showed 
poor staining, all titers being less than 60. Skin taken 
< from the oral mucosa and extremities showed the 
highest titers, and no statistical difference between 
_ samples of skin taken from flexor and extensor areas 
— was noted. 
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Monkey esophagus has proved to be a reliable and 
reproducible substrate, a fact that is borne out by its. 
widespread use in many laboratories. Furthermore, 
monkey esophagus has been shown to be more con- 
sistent than other mammalian substrates including 
rabbit, guinea pig lip, and man.’ This valued consis- 


tency was demonstrated even in the article by Gold- o 


berg et al. The range of titers on monkey esophagus 
was narrower than those noted on skin taken from 
the flexural regions of the body. Overall, the results - 
are not significantly different. 

The design of the study by Goldberg et al was not 


optimal for the conclusions drawn. The authors 


studied three BP serum and 30 skin samples. To justify 


their conclusion that skin taken from a flexural region _ 5 


of the body is the best substrate, many serum samples 
should be examined on skin taken from the same 
site. A study designed this way would strengthen the 
validity of the conclusions drawn and could address 
other problems that come to mind. 

Assuming that the concentration of BP antigen in 
skin varies from site to site, vve might also assume 
that antibody titers may vary within a single flexur- 


al site. It will be important to know if antibody titers _ . 


vary from flexural regions of the body a fev centime- 
ters apart. The variables of age and race vvere not 
addressed by the authors. Bullous pemphigoid is 
known to be a bimodal disease, but it is not known to — 
what extent the concentration or availability of BP 
antigen changes throughout life. These are impor- 
tant questions that need to be answered before one 
could consider putting human skin into routine use 
as a substrate for indirect immunofluorescence. 
Based on the overall design of the study and the 

questions that were not addressed, we feel that the 
authors have overstated their conclusion that human 
skin is the best substrate. Human flexural skin may 
well be a good substrate, but the authors failed to 
prove that it is a better substrate than monkey 
esophagus nor have they proved it consistent with a 
large number of serum samples. 

PETER J. AcCETTA, MD 

NARESH TARFARE, MD 

FREDERICK HELM, MD 

Department of Dermatology 


Ernst H. BEUTNER, PHD 

Departments of Microbiology and 
Dermatology 

State University of New York 
at Buffalo 

50 High St 

Suite 609 

Buffalo, NY 14203 
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Demographics of Patients in Male-Pattern Alopecia Analysis” 


Hamilton 















































*MPA indicates male-pattern alopecia. 





Topical Minoxidil in the Treatment of 
Alopecia Areata and 
<- Male-Pattern Alopecia 


To the Editor.—Having read the articles by Weiss et 
al, Fenton and Wilkinson, Maitland,’ and Hindson 
et al,‘ we would like to present the results of our work 
-on the treatment of alopecia. A 1% minoxidil topical 
preparation in a cream base was used in 28 cases of 
alopecia areata (AA) and 40 cases of male-pattern 
alopecia (MPA). The evaluation was made within a 
period of six months. The efficacy of treatment with 
minoxidil was determined using the criteria of Weiss 
:- et al,’ and the involution of Hamilton’s criteria for 
classification’ in MPA. The same cream base, with- 
-out minoxidil, was used as a placebo. Topical cream 
was rubbed onto the hairless patch until the patients 
felt a slight warm sensation. 
A total of 54 patients (27 men and 27 women) with 
AA, aged 8 to 72 years (mean, 35.4 years), with 
‘duration of AA from 0.5 to 36 months (average, 6.89 
months) qualified for the study. All were first epi- 
sode except for 11 subjects who were in a relapsing 
- state. Seven cases with alopecia totalis and 47 cases 

(single or multiple patches) with AA were noted. The 
— patients were randomly assigned to one of the two 
regimens; 1% minoxidil cream was administered to 
<28 patients and the placebo was administered to 26. 

By means of the criteria of Weiss et al, among 
patients receiving 1% minoxidil cream 14 patients 
(50%) obtained cosmetically acceptable hair 
regrowth (CAHR) in 86.86 (+ 24.12) days and eight 
patients (28.6% ) responded (R) in 25.62 (+ 7.56) days 
— (6 = 6.08, P € (025) within six months follow-up 
evaluation (effective rate, 78.6% ). 

The majority (55 of 60) who were admitted into the 
MPA analysis group were young men, aged 20 to 39 
- years (mean, 31.12 years). There were five patients 
who ranged in age from 40 to 60 years. Only five 
‘patients were women. Complete randomized alloca- 
“tion of patients is as noted in the Table. 

The results disclosed that MPA responded to regu- 
lar topical application of minoxidil. The level of 
efficacy was then determined. Prior to treatment, 
— the following analysis was made: (1) nine cases were 
classified as type HI to type VI (Hamilton classifica- 
— tion) (they improved to type II and were defined as 
“CAHR [101.5 + 44.11 daysl), (2) 24 cases were classi- 
fied as type III to type VII (in these cases no more 
than a one- to three-grade improvement was noted 
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Classification 
No. of Age, yr Duration of MPA, yr Family Type 
Patients .—————— History 
Therapy (M/F) 20-29 30-39 40-49 50-60 <1 1 2 3 4 5 10-15 of MPA İli IV V VI Vil 
Topical minoxidil 40 (37/3) 17 21 2 0 10 43 4 6 5 11 5 10 10 9 6 
Placebo 20 (1872) 10 7 2 1 35 3 2 2 2 6 2 6 3 7 














and they were classified as responded [44.6 + 13.97 
days]); and (3) in seven cases, no response was noted 
Oe = 22.03, P € .005) (effective rate, 82.5%). 

In the treatment of these types of alopecia, no 
significant side effects were observed in clinical and 
laboratory examinations. 

To summarize our work, we believe that topical 1% 
minoxidil cream is effective not only in cases of AA, 
but also in cases of MPA. The efficacy of the cream 
base seems better than that of the lotion. 

We were very glad to have read the article by 
Richard L. De Villez, MD, concerning his treatment 
of androgenetic alopecia published in the February 
1985 issue of the Arcuives.’ Dr De Villez used 2% to 
3% minoxidil in an alcohol solution and achieved 
32% CAHR. This is very similar to our result. 

Therefore, it may be concluded that topical use of 
minoxidil in an oil cream base is a safe, convenient, 
and quite effective method for treatment of AA, and 
it may be desirable to extend its use in cases of 
intractable MPA. 

YUAN-Peı SHı, MD 

Department of Dermatology 

First Hospital of Shanghai Textile Bureau 
Shanghai, Peoples Republic of China 
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Nail Dystrophy in 
Dyskeratosis Congenita and 
Chronic Graft-vs-Host Disease 


To the Editor.—In the November 1985 issue of the 
Arcuives, Ling et al' describe a girl with dyskerato- 
sis congenita (DCG) simulating chronic graft-vs- 
host disease (GVHD) and aptly compare and con- 
trast the two conditions. It should be noted, however, 
that contrary to the statement in their Table 2 
(features of DCG and chronic GVHD), nail dystro- 
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Top, Nail changes in boy vvith dyskeratosis congenita. Bottom, 


Nail dystrophy in boy vvith chronic graft-vs-host disease follovv- 
ing bone marrow transplant. 


phy may be a manifestation of chronic GVHD.” The 
similarity of the nail changes in the two conditions 
can be appreciated in the accompanying photograph. 
The Figure, top, depicts the nail dystrophy in a 
612-year-old boy with DCG who has oral and lingual 
leukokeratosis and erosions, gray-brown reticulated 
hyperpigmentation of the groin, lower abdomen, and 
axillary areas, and pancytopenia. The Figure, bot- 
tom, demonstrates the nail dystrophy in a 4-year-old 
boy with acute myelomonocytic leukemia, treated 
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two years previously by bone marrow transplant, 
who has documented chronic late-stage GVHD. The 
nail changes developed concurrent with alopecia and 
typical cutaneous manifestations of chronic GVHD. 

In a clinicopathologic study of patients with 
chronic GVHD, Shulman et al" documented nail 
abnormalities in eight of 19 individuals. The changes 
consisted of periungual erythema and swelling with 
subsequent opacification, ridging, and thickening of 
the nail plates. Onycholysis and loss of the nail plate 
was followed by regrowth of another abnormal nail. 
Baran and Dawber’ describe ridging, roughness, 
fragility, fluting, and atrophy of the nail plates as 
well as superficial ulceration of the lunula, likening 
the changes in chronic GVHD to those of lichen 
planus. 

Nail dystrophy, when present in GVHD, may make 
it even more difficult to separate this disorder from 
DCG with certainty 

Nancy B. Esterty, MD 
Division of Dermatology 
Children’s Memorial Hospital 
2300 Children’s Plaza 
Chicago, IL 60614 
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The Function of Melanin 


To the Editor.—Warwick L. Morison, MD, in the 
September 1985 issue of the ARCHIVEs' ably questions 
the standard assumption that dermal melanin acts 
primarily as a sunscreen, suggesting, for example, a 
heat-absorbing or camouflage function. While few 
dermatologists seem aware of it, much relevant work 
has been done on the solid-state properties of mela- 
nin. Melanin is of great interest to solid-state physi- 
cists because it exhibits unique properties predicted 
by theory, but never previously found in any mate- 
rial. 

To summarize their findings as follows: melanin is 
a textbook example of an amorphous semiconductor, 
exhibiting such properties as threshold and memory 
switching? A fundamental characteristic of an 
amorphous semiconductor is strong electron-phonon 
coupling. That is, energy readily transfers between 
phonons (eg, molecular vibrations, heat, and sound), 
and electronic vibrations (photons). 

For example, as Dr Morison notes, melanin effi- 
ciently converts light into heat—an electron-phonon 
conversion. Similar processes in the reverse direc- 
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< tion, converting vibrational energy to electronic 
- energy, make melanin the best sound-absorbing 
material known.’ Melanin also quenches radical and 
excited-state species and binds auto-oxidation-medi- 
ating charge-transfer agents.‘ Melanin even makes a 
-fairly good battery’ and can function as an efficient 
superoxide dismutase. 

Thus, melanin (rather than the superoxide dismu- 
tase/catalase/peroxidase system) may have been the 
original evolutionary mechanism for defense against 
active oxygen species. Melanin may retain this func- 
tion in pigmented organs such as skin. This might 
explain the dermal pigmentary response to radical- 
generating processes such as inflammation or in 
adriamycin or bleomycin therapy.‘ 

Such properties may also explain the presence of 
melanin in such diverse organs as the skin, eye, 
midbrain, and inner ear.‘ Those properties are also 
relevant to the well-known relationship between skin 

: pigmentary abnormalities and neurologic symptoms 
in, for example, Waardenburg’s syndrome.‘ Perhaps 
dermal melanin has functions as diverse as its 
electronic properties. As Dr Morison suggests, a new 
evaluation of this chemically inert, but electronically 
active substance, is in order. 

Peter H. Procror, PHD, MD 
MPB Clinic 

Suite 1D, 5401 Dashwood 
Bellaire, TX 77401 
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Department of Physics 

University of Texas Cancer Center 
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Pyoderma Gangrenosum in a Patient 
— With HTLV-II Antibody 


To the Editor.—Pyoderma gangrenosum (PG) is an 
uncommon cutaneous ulcerative disease of unknown 
causes.’ Human T-cell lymphotropic virus type III 
(HTLV-II) antibody has been isolated in individuals 
with acquired immunodeficiency syndrome (AIDS) 
or at risk for AIDS. Both conditions have been 
`: associated with quantitative and qualitative abnor- 
. malities in humoral and cell-mediated immunity. We 
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herein report a case in which the two conditions 
coexist. 


Report of a Case.—A 23-year-old homosexual man was 
examined at Dartmouth-Hitchcock Medical Center, Hano- 
ver, NH, in March 1985 for a six-year history of recurrent 
episodes of bilateral lower-extremity ulcers. The lesions 
have begun as inflammatory nodules or pustules, which 
rapidly enlarge and ulcerate. The tender ulcers have 
violaceous, undermined, raised borders with beefy exuda- 
tive bases. The lesions are slow to heal, granulating over 
several months. Over the years, the patient has been 
treated with a variety of agents, including systemic and 
topical antibiotics, leg elevation, compresses, Unnav”s 
paste boot, pressure stockings, skin grafting, and predni- 
sone. All treatments have had minimal effect. He has a 
history of nasal polyps and sinusitis but denied any fever, 
chills, diarrhea, arthralgias, foreign travel, intravenous 
drug use, or trauma. He has been sexually active for seven 
years. 

On admission to the hospital, he was noted to have three 
active clean punched-out ulcerations. Two of the ulcers 
were on the left medial calf, and one was on the right calf; 
they ranged in diameter from 0.3 to 1.8 cm. Other cutane- 
ous findings included multiple hyperpigmented well- 
healed ulcer scars on the shins, calves, and ankle areas and 
verrucae plana on the left arm. There was no lymphadeno- 
pathy. He was receiving prednisone, 20 mg every other day, 
and ethylestrenol, 4 mg twice daily. 

The results of the following laboratory tests were within 
normal limits: liver function, renal function, electrolytes, 
erythrocyte sedimentation rate, hepatitis B antigen and 
antibody, rheumatoid factor, rapid plasma reagin, antinu- 
clear antibodies, serum protein electrophoresis, coagula- 
tion studies, platelets, urinalysis, and chest roentgeno- 
gram. Results of white blood cell count and hematocrit 
were in the low range of normal. The T4/T8 ratio was 0.68 
(normal, 51.0) The HTLV-III antibody was positive by 
enzyme-linked immunosorbent assay and confirmed by the 
Western blot technique. Intradermal anergy panel showed 
positive reactions to mumps and Candida antigens. Upper 
gastrointestinal tract series with small-bowel follow- 
through, barium enema, and flexible sigmoidoscopy 
showed no sign of inflammatory bowel disease. 

A factitious cause, as well as Klinefelter’s syndrome, 
were considered, and the dosage of his steroid medications 
was tapered slowly and discontinued. Chromosome analy- 
sis was normal. The leg ulcers were treated with leg 
elevation, Burow’s compresses, and bacitracin zinc and 
polymyxin B sulfate (Polysporin) ointment. All ulcers 
healed within three weeks, and the patient was discharged. 
He remained clear for one month but then rapidly devel- 
oped two new 5-cm tender bilateral lower-extremity ulcers. 
Incisional skin biopsy specimen revealed ulceration with 
chronic inflammation and was interpreted as consistent 
with PG. He was then treated with intravenous steroid 
pulse therapy and has subsequently been maintained on a 
regimen of prednisone, intralesional steroid injections, and 
dapsone. His course has been complicated by the develop- 
ment of a cushingoid appearance, steroid-induced acne, 
mild hemolysis, and several lesions of molluseum contagio- 
sum on both lower extremities. 

Comment.—Although the pathogenesis of PG is 
currently unknown, this condition has been associ- 
ated with a variety of systemic disorders. Approxi- 
mately half of patients with PG have evidence. of 
inflammatory bowel disease, chronic hepatitis, rheu- 
matologic disease, leukemia, polycythemia vera, or 
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paraproteinemia.' Although hypergammaglobuli- 
nemia may be present, previous studies have failed to 


. -demonstrate immunoglobin or complement deposi- 


— tion in PG lesions.’ However, a recent study showed 

IgM, C3, and fibrin around blood vessels in 53% of 
— patients and at the dermoepidermal junction in 24% 

of patients.‘ Lazarus et al" examined antibody 

“response to immunization with typhoid vaccine and 
tetanus toxoid in patients with PG. Only one patient 

failed to develop an antibody response to either 
toxoid. 

“Cell-mediated immunity has also been evaluated 
in a variety of studies. In one study,’ patients with 
PG showed cutaneous anergy. Although lymphocytes 
from these patients could be stimulated by specific 


. antigens and phytohemagglutinin, they failed to 


produce macrophage inhibitory factor in vitro. 
Greenberg et al" demonstrated the presence of a 


o ¿circulating serum factor that suppressed the 


patients lymphocytic response in vitro. 

Polymorphonuclear cell chemotaxis has also been 
reported to be defective in patients with PG.’ Jacobs 
and Goetz!’ reported finding a serum factor in a 
patient with PG and arthritis that enhanced neutro- 
phil and monocyte random migration in vitro. 

Although our patient does not have the signs or 
symptoms of AIDS or AIDS-related complex at this 
time, he is at risk for developing AIDS. In one study, 
more than half of symptom-free HTLV-II] antibody- 
positive homosexual men had either a decreased 
- number of T helper cells or a decreased T helper-T 
suppressor ratio,’ as our patient does. The presence 
of multiple flat warts and, more recently, of multiple 
-molluscum contagiosum lesions seem likely to repre- 
sent further evidence of his impaired immune 
“status. | 

We are not aware of other reports of patients with 
pre-AIDS or AIDS and pyoderma gangrenosum. We 
believe that this association is worthy of note, as the 
incidence of AIDS increases. 
Bennett K. Scuwartz, MD 


VVLIAM E. CLENDENNİNG, MD 
Department of Dermatology 
Dartmouth-Hitchcock Medical Center 
Hanover, NH 03756 


LAWRENCE G. Basık, MD 
Dover, NH 
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Generalized Drug Reaction 
Sparing Nevus Depigmentosus 


To the Editor.—We have noted a widespread allergic 
drug reaction that spared lesional skin of nevus 
depigmentosus. 


Report of a Case.—A 45-year-old epileptic who was 
receiving phenobarbital sodium therapy for three months 
developed a generalized erythematous macular and papu- 
lar rash. The eruption started on the dorsal aspect of the 
feet and rapidly became generalized. A hypopigmented 
macula (about 2 cm in diameter) located on the right 
pectoral region was spared. The pale macula, present since 
birth, was diagnosed as nevus depigmentosus. Biopsy 
specimens taken from the macula and the adjacent. erup- 
tion were subjected to hematoxylin-eosin and Masson- 
Fontana staining. A superficial mononuclear infiltrate 
around dilated vessels that were seen in the eruption was 
absent in the area of the nevus depigmentosus. Melaniza- 
tion was partial in the depigmented skin compared with 
the skin affected by the drug rash. 


Comment.—Predilection for certain sites is char- 
acteristic of some dermatoses. Similarly, sparing of 
some regions is equally characteristic of some other 
skin disorders. The unexplained repeated involve- 
ment of the same localized areas in a fixed drug 
eruption is one such classic example. Contact sensi- 
tivity is reported to be diminished in vitiliginous 
skin,” possibly due to vacuole formation in the 
Langerhans’ cells.’ 

This does not explain the peculiar phenomenon 
noted in our case, as an exogenous contactant was 
not implicated. In addition, the Langerhans’ cells 
possibly show normal characteristics in nevus depig- 
mentosus. Nordlund et al” suggested a role of pig- 
ment cells in cutaneous immune response. Decreased 
melanization and a transfer block occur in nevus 
depigmentosus.“ Hence, a possible role of the pig- 
ment cell in the area of noninvolvement by the rash ` 
could be entertained. Exactly how this could influ- 
ence generalized drug eruptions, an endogenous pro~ 
cess, needs to be explored. 

R. P. C. Naik, MD 

C. R. SRINIVAS 

Department of Dermatology 

P. C. Das, MD 

Department of Pathology 

Kasturba Medical College and Hospital 
Manipal 576 119, India 
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. A Case of Xeroderma Pigmentosum Group F 
VVith Late Onset of Clinical Symptoms 


To the Editor.—Xeroderma pigmentosum (XP) is a 
` genetic disease characterized by photosensitivity and 
early appearance of skin cancers. To date, nine 
genetic complementation groups from A to I have 
been identified. The complementation group F was 
first reported by Arase et al in 1979,“ and three more 
cases have been identified in Japan.’ Its characteris- 
tic features are mild clinical manifestations and late 
onset, despite apparently low DNA repair capacities 
in the cells cultured from the patients. In this letter, 
” we describe another case of XP F that developed in a 
— 49-year-old woman, who had not noticed photosensi- 
© tivity until she was examined. 


Report of a Case.—A 49-year-old woman was sent to the 
outpatient clinic of the dermatology department by her 
family physician because of a generalized eruption. Amox- 
icillin trihydrate was administered in August 1981 for a 
‘suppurating brown nodule, measuring 0.8 X 0.6 em on the 
right cheek, that had grown in one month. After amoxicil- 





lin trihydrate (250 mg) was administered the second time, 
a generalized erythematous eruption appeared. This was 
diagnosed as a drug eruption due to amoxicillin and was 
treated with oral administration of betamethasone as 
follows: 1.5 mg/day for the first three days, 1.0 mg/day for 
the next three days, and 0.5 mg/day for the last three 
days. 

After the eruption subsided, the cheek nodule was 
excised. Histologic examination revealed that the center of 
the lesion was necrotic. Many horn pearls, mitotic figures, 
and atypical cells were seen, but the boundary between the 
tumor region and the normal region was clear. A diagnosis 
of keratoacanthoma was made. She had another nodule on 
the left infraorbital region that had developed two years 
before, and histologic examination of this nodule revealed 
a honeycomb pattern of basaloid cells typical of a basal cell 
epithelioma. In June 1982, a third black nodule appeared on 
the right infraorbital region that was also histologically 
diagnosed as basal cell epithelioma. i 

General examination revealed that her skin, especially 
exposed areas, was xerotic and atrophic for her age. She 
had many ephelides on the face, dorsa of the hands, and 
forearms. Neurologie and ophthalmologic examinations 
showed no abnormalities. Minimal erythema dose was 
decreased to about half of normal. A mammary fibroade- 
noma developed that was excised when the patient was 30 
years of age. 

Such clinical manifestations with multiple skin tumors 
in a short period strongly suggested that the patient might 
have XP. Fibroblasts were grown from the biopsy speci- 
men of the skin, and unscheduled DNA synthesis (UDS) 
after ultraviolet (UV) irradiation (254 nm) was examined. 


Cellular ultraviolet sensitivity studied by colony formation (left) and host cell reactivation (right). Xeroderma 
pigmentosum (XP) 101 OS fibroblasts show intermediate sensitivity between normal and XP A fibroblasts. 
KOWA and XP 1EH are fibroblast strains obtained from a normal 22-year-old man and a patient with XP A, 


respectively. 
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: The amount of UDSin the patient was only 15% of normal. 
By-a genetic complementation test, this case was identi- 
-fied as XP belonging to the complementation group F and 


-was designated as XP 101 OS. Cellular UV sensitivity was 


7 examined by colony formation and host cell reactivation 
- (Figure), and XP 101 OS fibroblasts showed the UV 
sensitivity as intermediate, between normal human fibro- 


we _ blasts and XP A fibroblasts. 


Comment, —Although XP F cells show rather lov 


hs activity of DNA repair among the nine complemen- 


tation groups, clinical manifestations are very mild 
and their onset is after maturity.“ This could be due 
to the slow but long-lasting excision repair in XP F 
cells, which is considerably different from other XP 
~- cells,’ Unless we were aware of this group, we might 


.. - have overlooked this mild case of XP. Careful obser- 


. vations of skin changes are very important for 
‘precise diagnosis. 

CHIKAKO Nisuicori, MD 

Department of Dermatology 

Department of Experimental Radiology 

Faculty of Medicine 

Kanai ISHIZAKI, PHD 

Radiation Biology Center 


Hiraku TAKEBE, PHD 
Department of Experimental Radiology 
Faculty of Medicine 


SADAO İMAMURA, MD 
Department of Dermatology 
Faculty of Medicine 

Kyoto University 

Shogoin, Sakyo-ku 

Kyoto 606, Japan 

Minoru HAYAKAVA, MD 
Department of Dermatology 
Osaka Red Cross Hospital 
Fudegasaki-cho 5-53, Ten-nouji-ku 
Osaka 543, Japan 
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Erythema Multiforme and 
Hepatitis B Immunization 


To the Editor.—Eight cases of erythema multiforme 
(EM) have been reported to the US Food and Drug 
Administration (FDA) in temporal association with 
noculation with the hepatitis B vaccine. The small 
_ observed risk of EM is outweighed by the benefits of 
hepatitis B prevention. 
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Since the licensing of hepatitis B vaccine in 1982, _ 
the FDA, in collaboration with the vaccine manufac- 
turer and the Centers for Disease Control, Atlanta, — 
has been monitoring reported adverse events attrib- 
uted to the vaccine. Between May 1982' and May 1985, - 
eight cases of EM have been reported after inocula- 
tion with this vaccine. 

Data on the eight recent reports are bulama 
in the Table. The age range of patients was 24 to 61- 
years, with a mean age of 36.6 years. The mean time 
to onset was four days (range, one to nine days), The . 
reported cases were not associated with a particular 
lot or lots of the vaccine. 

Diagnosis of EM was based on the data given on 
the reporting form (FDA 1639). Of the eight cases, 
one case was diagnosed from a biopsy specimen, two 
cases were diagnosed by a dermatologist, and four of 
the remaining five cases were diagnosed by a physi- 
cian. 
Erythema multiforme is an acute, self-limited 
eruption associated with a number of suspected: 
causative factors, including inoculation with vac- 
cines.” However, in comparison with the hepatitis B 
vaccine, the FDA has received only 15 reports of 
cases of EM attributed to inoculation with all other 
vaccines (representing over 50 million doses) in the > 
past six years. There may be numerous reasons for” 
the apparent increase in the reporting of EM in 
association with the inoculation with hepatitis B 
vaccine, including the following: better reporting of 
all adverse reactions to vaccines in the past few 
years; a different target population (eg, high-risk 
individuals, health-care providers) for this vaccine 
compared with other vaccines; the maintenance of a 
collaborative surveillance system for hepatitis B 
vaccine; possible increased likelihood of reporting 
from the population inoculated with the hepatitis B 
vaccine by virtue of its clinical worksite and because 
of publicity associated with the vaccine; different 


components, including stabilizers, present in this 


vaccine compared with other vaccines; and exposure 
of the inoculated hepatitis B vaccine population to 
other agents implicated in EM. 

Although EM has recently been added to the 
product labeling by the manufacturer (October 1984), 


with the statement that a hypersensitivity reaction . 


should contraindicate further doses of vaccine, this 
change in labeling is not in the current Physician’s 
Desk Reference (1985), and the label change post- 
dates all but one of the cases reported here. 

Using data from a spontaneous reporting system,- 
incidence rates of adverse events following vaccina- 
tion represent only a lowest estimate of actual 
incidence. Using an estimated figure of 700,000 indi- 
viduals who underwent inoculation‘ and five noncon- 
founded cases of EM (excluding cases 1, 3, and 7, 
which had confounding concomitant drug use), the 
reported rate of EM is about 0.7 per 100,000 recipi- 
ents. Few data are available on the background 
incidence of EM in the population. Estimates of- 
annual incidence range from 0.01% to 1%. Because 
of the difficulties in determining background rate, _ 
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Onset of 
No. of Symptoms, 
Age, yr/Sex Doses Days 


Concomitant 
Drug Use 


Date Reported 


Cases of Erythema Multiforme (EM) Reported Following inoculation With Hepatitis B Vaccine" 


Comment 





25/F 2 7 Phenytoin sodium, 
first dose 1 day 


prior to vaccine 


August 1984 


EM on legs, arms, and abdomen, 
patient 1, an intern with history of 
allergies; has recovered 





None 


September 1984 Recurring episodes of papules 
consistent with EM on palms, 
axillae, wrists, and trunk 


accompanied by dysphagia 





Methyidopa, 


hydrochlorothiazide 
and triamterene 
(long-term use) 


October 1983 Physician-diagnosed, treated for 


more than 1 vvk 





None 


December 1982 Dermatologist-diagnosed, 
accompanied by fever, malaise, 
arthralgias, patient recovered 


after 4 wk! 





hydrochloride 


Diazepam, cimetidine 


(long-term use) 


August 1982 Biopsy specimen-confirmed EM on 
posterior trunk and arms with 
drenching dermal edema, 
lymphocytic dermovasculitis, and 


eosinophilia 





November 1983 History of EM, involved both upper 
extremities, physician described 
as “typical” EM; patient 


recovered after 19 days 





Oral contraceptives 
(long-term use) 


December 1984 Dermatologist-diagnosed EM 
covering most of the body with no 
mucosal involvement; EM recurred 
3 wk later with infection of upper 


respiratory tract 








"NA indicates not applicable. 











and because incidence in a spontaneous reporting 
system must be estimated due to underreporting, no 
— attributable risk can be calculated, and no causal 
inference can be made. 
= -Calculations based on vaccine efficacy, and on 
- disease complications using data presented by Mul- 
ley et al,‘ indicate that the use of the vaccine should 
prevent 119 hospitalizations, 81 cases of chronic 
active hepatitis, and 3.8 fulminant deaths per 100,000 
«health workers per year, given an annual attack rate 
of 6%, with an even greater efficacy in homosexuals, 
given an annual attack rate of 15%. 
- We wish to remind health-care providers of the 
FDAs interest in receiving reports of serious reac- 
tions that are temporally associated with inoculation 
with the hepatitis B vaccine, as well as the adminis- 
tration of other drugs and biological products. 
JULIE B. Miustien, PHD 
Jor N. Kurirsky, MD 
Office of Epidemiology and 
Biostatistics (HFN-730) 
Center for Drugs and Biologics 
Food and Drug Administration 
5600 Fishers Lane 
Rockville, MD 20857 
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September 1984 EM, accompanied by influenzalike 
symptoms, diagnosed by three 
doctors; patient recovered; 
patient also had stomatitis that 


required 5 mo to clear 





The views expressed herein are those of the authors and are not 
to be construed as official, or as reflecting the views of the US 
Food and Drug Administration. 
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Dermatologists have both unique skills in the diagnosis of 
cutaneous adverse reactions to drugs and have available to thema- 
unique system for reporting these reactions: the American. Acade- 
my of Dermatology’s Adverse Drug Reactions: Reporting System 
(ADRRS). The ADRRS maintains a toll-free. telephone. service 
(1-800-323-1478) for reporting. adverse reactions to drugs. We 
encourage you to-call the ADRES whenever you observe a patient 
who has developed a serious or unusual cutaneous reaction that 
you suspect is drug related. —Ep. 
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“T can't believe 
I have to live with this 
for the rest of my life? 





recurrences 





of genital herpes __ 


ZOVIRAX 


(acyclovir) 
CAPSULES 


Break the cycle 
of recurrences. 


Daily therapy 


Coping with genital herpes is 
never easy. For some, the 
worst part is the pain and 
discomfort of frequent attacks 
— month after month, year 
after year. For others, the 
psychological burden presents 
amore difficult problem, 
leading to social isolation, 
anxiety, and diminished 
self-esteem. 


Prevent or reduce 
recurrences 


Although your patients have 
to learn to live with herpes, 
they shouldn’t have to suffer. 
Daily therapy with ZOVIRAX 
CAPSULES can help free 
them from the cycle of 
recurrent genital herpes. 

For many, one capsule three 
times a day can suppress 
recurrences completely while 
on therapy. 


Generally 
well tolerated 


Besides being effective, daily 
therapy with ZOVIRAX 
CAPSULES is generally well 
tolerated. The most frequent 
adverse reactions reported 
during clinical trials were 
headache, diarrhea, 
nausea/vomiting, vertigo, 
and arthralgia. 

The physical and emotional 
difficulties posed by genital 
herpes are unique for each 
patient. The frequency and 
severity of recurrent episodes, 
as well as the emotional 
impact of the disease, should 
be considered when selecting 
daily therapy with ZOVIRAX 
CAPSULES. 


Please see brief summary of 
prescribing information on next page. 
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Prevent or reduce 
recurrences 
of genital herpes 


BriefSummary 


INDICATIONS AND USAGE: Zovirax Cap- 
sules are indicated for the treatment of initial 


episodes and the management of recurrent epi- 
sodes of genital herpes in certain patients. 
The severity of disease is variable depending 

. upon the immune status of the patient, the fre- 
quency and duration of episodes, and the degree 
of cutaneous or systemic involvement. These 
factors should determine patient management, 
which may include symptomatic support and 
counseling only, or the institution of specific 
thera; py e physical, emotional and psycho- 
social difficulties posed by herpes infections as 
well as the degree of debilitation, particularly in 
immunocompromised patients, are unique for 
each patient, and the physician should deter- 
mine therapeutic alternatives based on his or 
her understanding of the individual patient's 
needs. Thus Zovirax Capsules are not appropri- 
ate in treating all genital herpes infections. The 


following guidelines may be useful in weighing 
the benefit/risk considerations in specific disease 
categories: 


First Episodes (primary and nonprimary infec- 
tions — commonly known as initial genital 


erpes): 

Double-blind, placebo-controlled studies have 
demonstrated that orally administered Zovirax 
significantly reduced the duration of acute infec- 
tion (detection of virus in lesions by tissue cul- 
ture) and lesion healing. The duration of pain 

new lesion formation was decreased in 
some patient groups. The promptness of 
initiation of therapy and/or the patient’s prior 
exposure to Herpes simplex virus may influence 
the degree of benefit from therapy. Patients with 
mild disease may derive less benefit than those 
with more severe episodes. In patients with ex- 
tremely severe episodes, in which prostration, 
central nervous system involvement, urinary 
retention or inability to take oral medication re- 
quire hospitalization and more aggressive man- 
agement, therapy may be best initiated with 
intravenous Zovirax. 


Recurrent Episodes: 
Double-blind, placebo-controlled studies in 
i patients with frequent recurrences (6 or more 
k isodes per year) have shown that Zovirax 
pi Capaules agiven for 4 to 6 months prevented or 
“reduced the frequency and/or severity of recur- 
- fences in greater than 95% of patients. Clinical 
<.: recurrences were prevented in 40 to 75% of pa- 
-i tients. Some patients experienced increa: 
< severity of the first episode following cessation 
of therapy; the severity of subsequent episodes 
and the effect on the natural history of the 
disease are still under hg» 

The safety and efficacy of orally administered 
acyclovir in the suppression of uent episodes 
of genital herpes have been established only for 
up to 6 months. Chronic suppressive therapy is 
most appropriate when, in the judgement of the 
physician, the benefits of such a regimen out- 
weigh known or potential adverse effects. In 

neral, Zovirax Capsules should not be used for 

e suppression of recurrent disease in mildly 
affe patients. Unanswered questions con- 
cerning the human relevance of in vitro muta- 
genicity studies and reproductive toxicity 
studies in animals given very high doses of acy- 
clovir for short periods (see Carcinogenesis, 
Mutagenesis, Impairment of Fertility) should be 
borne in mind when designing long-term man- 
agement for individual patients. Discussion of 

“these issues with patients will provide them the 
-opportunity to weigh the potential for toxicity 

“against the severity of their disease, Thus, this 
-: Yegimer should be considered only for appropri- 
ate patients and only for six months until the 
results of ongoing studies allow a more precise 
evaluation of the benefit/risk assessment of 
_ -prolonged therapy. 











Limited studies have shown that there are cer- 
tain patients for whom intermittent short-term 
treatment of recurrent episodes is effective. This 
approach may be more appropriate than a sup- 
pressive regimen in patients with infrequent 
recurrences. 

Immunocompromised patients with recurrent 
herpes infections can be treated with either 
intermittent or chronic suppressive therapy. 
Clinically significant resistance, although rare, 
is more likely to be seen with prolonged or re- 
peated therapy in severely immunocompromised 
patients with active lesions. 


CONTRAINDICATIONS: Zovirax Capsules 
are contraindicated for patients who develop 
hypersensitivity or intolerance to the compo- 
nents of the formulation. 


WARNINGS: Zovirax Capsules are intended for 
oral ingestion only. 


PRECAUTIONS: General: Zovirax has caused 
decreased spermatogenesis at high doses in some 
animals and mutagenesis in some acute studies 
at high concentrations of drug (see PRECAU- 
TIONS — Carcinogenesis, Mutagenesis, 
Impairment of Fertility). The recommended dos- 
age and length of treatment should not be ex- 
ceeded (see DOSAGE AND ADMINISTRATION). 

Exposure of Herpes simplex isolates to acy- 
clovir in vitro can lead to the emergence of less 
sensitive viruses. The possibility of the appear- 
ance of less sensitive viruses in man mast be 
borne in mind when treating patients. The rela- 
tionship between the in vitro sensitivity of 
Herpes simplex virus to acyclovir and clinical 
response to therapy has yet to be established. 

ecause of the possibility that less sensitive 

virus may be selected in patients who are receiv- 
ing acyclovir, all patients should be advised to 
take particular care to avoid potential transmis- 
sion of virus if active lesions are present while 
they are on therapy. İn severely immunocompro- 
mised patients, the physician should be avvare 
that prolonged or repeated courses of acyclovir 
may result in selection of resistant viruses 
which may not fully respond to continued acy- 
clovir therapy. 


Drug Interactions: Co-administration of pro- 
benecid with intravenous acyclovir has been 
shown to increase the mean half-life and the 
area under the concentration-time curve. 
Urinary excretion and renal clearance were 
correspondingly reduced. 


Carcinogenesis, Mutagenesis, Impairment 
of Fertility: Acyclovir was tested in lifetime 
bioassays in rats and mice at single daily doses 
of 50, 150 and 450 mg/kg given by gavage. There 
was no statistically Significant diferente in the 
incidence of tumors between treated and control 
animals, nor did acyclovir shorten the latency of 
tumors. In 2 in vitro cell transformation assays, 
used to provide preliminary assessment of poten- 
tial oncogenicity in advance of these more defini- 
tive life-time bioassays in rodents, conflicting 
results were obtained. Acyclovir was positive 

at the highest dose used in one system and the 
resulting morphologically transformed cells 
formed tumors when inoculated into immuno- 
suppressed, syngeneic, weanling mice. Acyclovir 
was negative in another transformation system 
considered less sensitive. 

In acute studies, there was an increase, not 
statistically significant, in the incidence of 
chromosomal damage at maximum tolerated 
parenteral doses of 100 mg/kg acyclovir in rats 

ut not Chinese hamsters; higher doses of 500 
and 1000 mg/kg were clastogenic in Chinese 
hamsters. In addition, no activity was found 
after 5 days dosing in a dominant lethal study in 
mice. In 6 of 11 microbial and mammalian cell 
assays, no evidence of mutagenicity was ob- 
served. At 3 loci in a Chinese hamster ovary cell 
line, the results were inconclusive. In 2 mam- 
malian cell assays (human lymphocytes and 
L5178Y mouse lymphoma cells in vitro), positive 
responses for mutagenicity and chromosomal 
damage occurred, but only at concentrations at 
least 400 times the acyclovir plasma levels 
achieved in man. 

Acyclovir has not been shown to impair fertil- 
ity or reproduction in mice (450 mg/kg/day, po 
or in rats (25 mg/kg/day, s.c.). At 50 mg/kg/day 
s.c, in the rat, there was a statistically sig- 
nificant increase in post-implantation loss, but 
no concomitant decrease in litter size. In female 
rabbits treated subcutaneously with acyclovir 
subsequent to mating, there was a statistically 
significant decrease in implantation efficiency 
but no concomitant decrease in litter size at a 
dose of 50 mg/kg/day. No effect upon implanta- 
tion efficiency was observed when the same dose 
was administered intravenously. In a rat peri- 
and postnatal study at 50 mg/kg/day s.c., there 
was a statistically significant decrease in the 








up mean numbers of corpora lutea, total 
implantation sites and live fetuses in the F) 
generation. Although not statistically signifi- 
cant, there was also a dose related decrease in 
group mean numbers of live fetuses and implan- 
tation sites at 12.5 mg/kg/day and 25 mg/kg/day, 
s.c. The intravenous administration of 
100 mg/kg/day, a dose known to cause obstruc- 
tive nephropathy in rabbits, caused a significant 
increase in fetal resorptions and a corresponding 
decrease in litter size. However, at a maximum 
tolerated intravenous dose of 50 mg/kg/day in 
rabbits, there were no drug-related reproductive 
effects. 

Intraperitoneal doses of 320 or 80 mg/kg/day 
acyclovir given to rats for 1 and 6 months, re- 
spectively, caused testicular atrophy. Testicular 
atrophy was persistent through the 4-week post- 
dose recovery phase after 320 mg/kg/day; some 
evidence of recovery of sperm production was 
evident 30 days postdorse. Intravenous doses of 
100 and 200 mg: g/day acyclovir given to dogs 
for 31 days caused aspermatogenesis, Testicles 
were normal in dogs given 50 mg/kg/day, i.v. for 
one month. 


Pregnancy: Teratogenic Effects: Pregnancy 
Category C. Acyclovir was not teratogenic in the 
mouse (450 mg/kg/day, p.o.), rat (50 mg/kg/day, 
s.c.) or rabbit (50 mg/kg/day, s.c. and i.v.). There 
are no adequate and well-controlled studies in 
pregnant women. Acyclovir should not be used 
during pregnancy unless the potential benefit 
justifies the potential risk to the fetus. Although 
acyclovir was not teratogenic in animal studies, 
the drug’s potential for causing chromosome 
breaks at high concentration should be taken 
into consideration in making this determination. 


Nursing Mothers: It is not known whether this 
drug is excreted in human milk. Because many 
drugs are excreted in human milk, caution 
should be exercised when Zovirax is adminis- 
tered to a nursing woman. In nursing mothers, 
consideration should be given to not using acy- 
clovir treatment or discontinuing breastfeeding. 


Pediatric Use: Safety and effectiveness in 
children have not been established. 


ADVERSE REACTIONS — Short-Term 
Administration: The most frequent adverse 
reactions reported during clinical trials were 
nausea and/or vomiting in 8 of 298 bö treat- 
ments (2.7%) and headache in 2 of 298 (0.6%). 
Less frequent adverse reactions, each of which 
occurred in 1 of 298 patient treatments (0.3%), 
included diarrhea, dizziness, anorexia, fatigue, 
edema, skin rash, leg pain, inguinal adenopathy, 
medication taste and sore throat. 


Long-Term Administration: The most frequent 
adverse reactions reported in studies of daily 
therapy for 3 to 6 months were headache in 33 of 
251 patients (13.1%), diarrhea in 22 of 251 

(8.8%), nausea and/or vomiting in 20 of 251 
(8.0%), vertigo in 9 of 251 (3.6%), and arthralgia 
in 9 of 251 (3.6%). Less frequent adverse reac- 
tions, each of which occurred in less than 3% of 
the 251 patients (see number of patients in 
parentheses), included skin rash (7), insomnia 
(4), fatigue (7), fever (4), popes (1), sore 
throat (2), superficial throm! phlebitis (1), 
muscle cramps (2), pars planitis (1), menstrual 
abnormality (4), acne (3), lymphadenopathy (2), 
irritability (1), accelerated hair loss (1), and 
depression (1). 

DOSAGE AND ADMINISTRATION: Treat- 
ment of initial genital herpes: One 200 mg cap- 
sule every 4 hours, while awake, for a total of 

5 capsules daily for 10 days (total 50 capsules). 

Chronic suppressive therapy for recur- 
rent disease: One 200 mg capsule 3 times daily 
for up to 6 months. Some patients may require 
more drug, up to one 200 mg capsule 5 times 
daily for up to 6 months. 

Intermittent Therapy: One 200 mg capsule 
every 4 hours, while awake, for a total of 
capsules daily for 5 days (total 25 capsules). 
Therapy should be initiated at the earliest sign 
or symptom (prodrome) of recurrence, 

Patients With Acute or Chronic Renal Im- 
pairment: One 200 mg capsule every 12 hours is 
recommended for patients with creatinine clear- 
ance =10 ml/min/1.73/m?. 

HOW SUPPLIED: Zovirax Capsules (blue, 
opaque) containing 200 mg acyclovir and printed 
with “Wellcome ZOVIRAX 200”- Bottles of 100 
(NDC-0081-0991-55) and unit dose pack of 100 
(NDC-0081-0991-56). 

Store at 15°-30°C (59°-86°F) and protect from 
light. 


Burroughs Wellcome Co. 
Research Triangle Park 
Wellcome | North Carolina 27709 


Copr. © 1985 Burroughs Wellcome Co. All rights reserved. 86-Z0V-15 

















Angel Falls, Venezuela 


e The highest waterfall in the world. 

e Water cascading 3,212 feet from its rocky ledge, more than twice 
the height of the World Trade Center 

e Impressive! 
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Also impressive—the clinical results 


achieved with 


Cvyclocort 


"AMCINONIDE OD 
_ Ointment and Cream 


- Visible improvement by Day 2! 

e Noticeable improvement in psoriasis 
by the end of Week 1 when compared 
with Holog” halcinonide/Squibb,” or 
Diprosone* betamethasone dipropio- 


nate/Schering*” 


r Efficacy enhanced by ointment 
or the highly respected AQUATAIN” 


cream base 
e Impressive! 


References: 

1. Data on file, Lederle Laboratories 

2. Parker, F and Nowierski, L.W.D.: 
Drug Therapy (Suppl.) 11-13, 1983. 

3. Huntley, A.C.: Cutis 35:489-492 
(May) 1985 


“In erythema 
**In scaling 





Lederle Dermatologicals 
The healing touch ™ 
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CYCLOCORT” Amcinonide Topical Cream 0.1% 

with AQUATAIN™ hydrophilic base 
CYCLOCORT® Amcinonide Ointment 0.1% 
Indications and Usage Indicated for the relief of the inflam- 
matory and pruritic manifestations of corticosteroid-response 
dermatoses 
Contraindications History of hypersensitivity to any of the 
components of the preparation 
Precautions General. Systemic absorption of topical corti- 
casteroids has produced reversible hypothalamic-pituitary- 
adrenal (HPA) axis suppression, manifestations of Cushing's 
syndrome, intracranial hypertension in children, hyperglyce- 
mia, and glucosuria in some patients. Application of the more 
potent steroids, use over large surface areas, prolonged use, 
and the addition of occlusive dressings may augment 
absorption 
Therefore, patient having a potent topical steroid applied toa 
large surface area or under an occlusive dressing should be 
evaluated periodically for such suppression by using the uri- 
nary free cortisol and ACTH stimulation tests. If suppression 
is noted, try to withdraw the drug, to reduce the frequency of 
application, or to substitute a less potent steroid 
Recovery of HPA axis function is generally prompt and com- 
plete upon discontinuation. Infrequently, signs and symp- 
toms of steroid withdrawal may occur, requiring 
supplemental systemic corticosteroids 
Children may absorb proportionally large amounts of topical 
corticosteroids and thus be more susceptible to systemic 
toxicity. Administration to children should be limited to the 
smallest amount consistent with favorable results. In children 
chronic therapy may interfere with growth and development 
If irritation develops, topical corticosteroids should be dis- 
continued and appropriate therapy instituted 
In the presence of dermatological infections, you may use an 
antifungal or bacterial agent. If prompt favorable response 
does not occur, discontinue therapy until the infection has 
been adequately controlled 
No long-term animal studies have been performed to evalu- 
ate the carcinogenic potential or the effect on fertility of topi- 
cal corticosteroids 
Studies with prednisolone and hydrocortisone have failed to 
show mutagenicity 
Use during pregnancy and by nursing mothers should be 
limited to those situations in which potential benefit to the 
mother outweighs potential risk to the fetus, and should not 
include extensive application, large amounts or lengthy ther- 
apy. Systemically administered corticosteroids are secreted 
into breast milk, but in quantities unlikely to affect the child 
adversely 
Not for ophthalmic use 
Adverse Reactions The following infrequent local adverse 
reactions with topical corticosteroids may occur more fre- 
quently with the use of occlusive dressings. In an approxi- 
mate decreasing order of occurrence: burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, acneiform 
eruptions, hypopigmentation, perioral dermatitis, allergic 
contact dermatitis, maceration of the skin, secondary infec- 
tion, skin atrophy, atriae, and miliaria 
Dosage and Administration CYCLOCORT Cream 0.1% 
Apply a thin film to the affected area two to three times daily, 
depending on the severity of the condition 
CYCLOCORT Ointment 0.1% 
Apply a thin fim to the affected area twice daily, depending 
on the severity of the condition 
Occlusive dressings may be used for the management of 
psoriasis or recalcitrant conditions. Occlusive dressings 
should be discontinued if an infection develops, and appro- 
priate antimicrobial therapy instituted 
How Supplied CYCLOCORT® Amcinonide Topical Ointment 
0.1% (1mg/gm) is available in 15, 30 and 60 gram tubes 
CYCLOCORT® Amcinonide Topical Cream 0.1% is available 
in 15, 30 and 60 gram tubes 


Lederle Laboratories 
A Division of American Cyanamid Company, 
Wayne. New Jersey 07470 922-6 
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Dosage and 
An important 





Baseline 


One course of therapy 





4 months (end of therapy) 4 years later 


Unretouched photographs 


The importance of appropriate patient 
selection 

Because of significant adverse effects, Accutane® 
(isotretinoin/Roche) should be reserved for patients 
with severe recalcitrant cystic acne who are unrespon- 
sive to conventional therapy, including systemic anti- 
biotics. Pregnancy is to be ruled out before—and 
avoided during—treatment through use of effective 
contraception. 


The importance of patient information 
Patient education is often an essential part of therapy, 
and this is especially true for patients treated with 
Accutane. When given sufficient information, patients 
tend to comply more conscientiously with medical 
instructions. They also seem to cope better with side 
effects when told in advance what to expect. Most 
important of all: appropriate information can help 
female patients understand exactly why they must not 
be pregnant when starting Accutane therapy and why 
they must avoid pregnancy while on Accutane ther- 
apy and for one month after completing treatment. 


CONTRAINDICATION: Pregnancy 


Accutane must not be used by females 
who are pregnant or who intend to become 
pregnant while undergoing treatment. 


Major human fetal abnormalities related to 
Accutane administration have been 
reported, including hydrocephalus, micro- 
cephalus, abnormalities of the external ear 
(micropinna, small or absent external 
auditory canals), microphthalmia and car- 
diovascular abnormalities. 


Women of childbearing potential should 
not be given Accutane until pregnancy is 
excluded. It is strongly recommended that 
a pregnancy test be performed within two 
weeks prior to Accutane therapy. An effec- 
tive form of contraception should be used 
for at least one month before and also 
throughout Accutane therapy. It is recom- 
mended that contraception be continued 
for one month following discontinuation of 
Accutane (isotretinoin/Roche) therapy. 
Females should be fully counseled on the 
serious risk to the fetus should they 
become pregnant while undergoing treat- 
ment. If pregnancy does occur during treat- 
ment, the physician and patient should 
discuss the desirability of continuing the 
pregnancy. 





Patient Response: 


Relationship. 


0.1 mgjkg/day 
0.5 mgjkg/day 
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Decrease in inflammatory facial lesions with three dosage 
regimens. Adapted from* Strauss JS, Rapini RP, Shalita AR, 
Konecky E, Pochi PE, Comite H, Exner JH: J Am Acad 
Dermatol 10: 490-496, 1984. ` 


A recent multicenter study compared 
three different dosages of Accutane (isotretinoin/ 
Roche) to determine clinical effects and length of 
remission in 150 patients with severe recalcitrant cystic 
acne.* Dosages compared were 0.1 mg/kg/day, 

0.5 mg/kg/day and 1 mg/kg/day. Results revealed 
equivalent initial clinical clearing with all three regi- 
mens (see chart). 


Need for retreatment was least with the 
1 mg/kg/day schedule. Only 10% of patients treated 
with this dosage required retreatment with Accutane, 
while 20% of those treated with 0.5 mg/kg/day and 
42% treated with 0.1 mg/kg/day needed a second 
course of treatment. The incidence of several clinical 
"side effects increased somewhat with higher dosages 
but not sufficiently to warrant a recommendation for 
the lowest dosage. (For common side effects, see fol- 
lowing spread.) 





Laboratory values were similar in the three groups, 
with one exception: clear-cut dose responses were 
observed in the blood lipids measured at dosages 
between 0.1 and 1 mg/kg/day. 


From ongoing clinical studies like 

is one, new dosage guidelines have been estab- 
lished for Accutane. It is now recommended that, for 
most patients, the initial dose of Accutane should 
range from 0.5 to 1 mg/kg/day. Patients whose dis- 
ease is severe or is primarily manifest on the body 
may require up to the maximum recommended dose, 
2 mg/kg/day. 


in severe recalcitrant cystic acne 


ACCUTANE 


isotretinoin / Roche 


a continuing clinical success 


40-mg 
20-mg 
10-mg capsules 


Please see last page for complete product information. 






max” 


KEEPING CURRENT 


Accutane and severe 


isotretinoin/Roche 





Baseline 





4 months (end of therapy) 


4 years later 


One course of therapy in same patient shown on previous page 
Unretouched photographs 


The dramatic response to therapy 

In many patients, one course of therapy (15 to 20 
weeks) is sufficient to achieve dramatic clearing. A 
number continue to clear during the postdrug period 
as well. For this reason, a second course of Accutane 
(isotretinoin/Roche), when 
contemplated, should not 
be initiated until the patient 
has been off the drug for 
at least two months. 


4 years after one course 
of therapy (4 months) 


Unretouched photograph 


Copyright © 1985 by Hoffmann-La Roche Inc. All rights reserved 





The long-term remissions 

The impressive short-term response to therapy is 
usually followed by long-term remission (based on 

a questionnaire sent to patients 12 to 18 months after 
their last clinical visit), particularly in patients treated 
with 1 mg/kg/day. A major benefit of prolonged 
remission is the prevention of further scarring; scarring 
that has already occurred is unaffected. 


INCIDENCE OF 
MOST FREQUENT CLINICAL 
SIDE EFFECTS* 









Cheilitis 
Dry skin, desquamation of central face, 


pruritus, nonspecific symptoms related 
to dryness of nose and mouth, epistaxis 80% 


Conjunctivitis 38% 
Musculoskeletal symptoms 
Thinning of hair 



















Peeling of palms and soles, skin 
infections, nonspecific GI symptoms, 

headache and increased susceptibility 

to sunburn 5% 


*Data on file, Hoffmann-La Roche Inc. 


For detailed information on the infrequent but more 
severe side effects, please see the complete product 
information on the last page of this advertisement. 


recalcitrant cystic acne 


Update on new safety/prescribing 
information 

* A number of changes have been made recently in the 
Accutane Package Irsert. A brief listing of them fol- 
lows here. For more detailed information on each of 
them, please see the complete product information 
on the last page of this advertisement. 


© Minimal skeletal hyperostosis in patients receiving 
Accutane for severe recalcitrant cystic acne. 


O Possible decreased tolerance to contact lenses. 





o Certain patients experience problems in controlling 
blood sugar; therefore, there is need for blood 
sugar determinations in known or suspected 

+ diabetics. 


O Elevated CPK levels in patients receiving Accutane Roche as a resource 


who undergo vigorous physical activity. To help keep patients informed and aware, Roche 


© Transient pain in the chest. has available a Patient Information Brochure. This 
brochure is designed to give patients receiving 
Accutane a greater understanding of the therapy 

O Reports of CNS effects. they are undergoing. Of particular importance: this 
brochure contains a prominent preg- 
nancy waming for female patients. 
(For further information, please call 
our Professional Services Depart- 
ment: 201-235-2355.) Roche is 
also providing pharmacists with 
pregnancy warning labels and 
patient leaflets which should be 
supplied with every dispensed 
vial of Accutane. 





O Thinning hair which has persisted in rare cases. 






















Reports of dry eyes and decrease in night vision 
in some patients. 





O Additional miscellaneous adverse reactions. 


O Persistence of some adverse reactions after cessa- 
tion of therapy. 





O Anew recommended dosage range for Accutane 
(isotretinoin/Roche) of 0.5 to 2 mg/kg. 


The Updated Accutane Dosage Chart 


DOSING BY BODY WEIGHT 
Body Weight Total mg/day “4 
kilograms pounds | 0.5 mg/kg 1 mg/kg 2 mg/kg 






40 88 20 40 80 è x . 
7” x SREI SE isotretinoin / Roche 
60 132 30 60 120 ə s ini “ə 
So x, X 5: a continuing clinical SUCCESS, 
a 80 176 40 80 160 20-mg ĞI i 
90 198 45 90 180 ipi TAT 
100 220 50 100 200 


Please see last page for complete product information. 
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CONTRAINDICATION: Accutane must not be usad by females whe ore gregnsot or whe Intend tə 





become pregnant while undergoing treatment. 
Majer human fetal abnormal related to Accutane administration have been reported, 
də us, abnormalities of the external ear {micropinna, smali 
canals}, microphthalmia and cardiovascular abnormalities. 
aring id not be given Accutane until pregnancy is excluded. it is 
strongly recomme: a test be performed within two weeks prior to Accutane 
sian fbrəsşhaut Accutane therapy. İli recommended nat contraception be continued fr on 
is recom: con jon one 
month discontinuation of Accutane ti 
Fomales he fully counseled on the serious risk to the fetus should they become pregnant 
while treatment. H pregnancy doss occur during treatment, the and 
patient should discuss the desirability of continuing the pregnancy. 


DESCRIPTION: Accutane (isotretinoin/Roche). a retinoid which inhibits sebaceous gland function and keratiniza- 
tion, is available in 10-mg, 20-mg and 40-mg soft gelatin capsules for oral administration. Each capsule also 
contains beeswax, butylated hydroxyanisole. edetate disodium, hydrogenated soybean oil flakes. hydrogenated 
vegetable oil and soybean oil. Gelatin capsules contain glycerin and parabens (methyl and propyl). with the 
following dye systems: 10 mg—iron oxide (red) and titanium dioxide, 20 mg—-FO&C Red No. 3. FD&C Blue No. 1 
and titanium dioxide: 40 mg—FD&C Yellow No, 6, D&C Yellow No. 10 and titanium dioxide. 
Chemically, isotretinoin is 13-cis-retinoic acid and is related to both retinoic acid and retinol (vitamin A). Itis a 
gow oran e to orange geysailine powder with a molecular weight of 300.44 

PRARMACOLOG l: The exact mechanism of action of Accutane is unknown, 
Cystic Acne: Clinical improvement in cystic acne patients occurs in association with a reduction in sebum 
secretion, The decrease in sebum secretion is temporary and is related to the dose and duration of treatment with 
Accutane, and reflects a reduction in sebaceous gland size and an inhibition of sebaceous gland differentiation. 
Clinical Pharmacokinetics: The pharmacokinetic profile of isotretinain is predictable and can be described using 
linear pharmacokinétic theory. 
After oral administration of 80 mg (two 40-mg capsules), peak blood concentrations ranged from 167 to 459 ng/ 
mi (mean 256 ng/ml} and mean time to peak was 3.2 hours in normal volunteers, while in acne patients peak 
concentrations ranged from 98 to 535 ng/m! (mean 262 ng/ml) with a mean time to peak of 2.9 hours. The drug 
is 99.9% bound in human plasma almost exclusively to albumin. The terminal elimination half-life of isotretinoin 
ranged from 10 to 20 hours in volunteers and patients. Following an 80-mg liquid suspension oral dose of 14C- 
isotretinoin, 14C-activity in blood declined with a half-life of 90 hours. Relatively equal amounts of radioactivity 
were recovered in the urine and feces with 65% to 83% of the dose recovered 
The major identified metabolite in biood is 4-oxo-isotretinoin. Tretinoin and 4-oxo-tretinoin were also observed 
The terminal elimination of 4-oxo-isotretingin is formation rate limited and therefore the apparent half-life of the 4- 
oxo metabolite is similar to isotretinoin following Accutane administration, After two 40-mg capsules of isotreti- 
noin, maximum concentrations of the metabolite of 87 to 399 ng/mi occurred at 6 to 20 hours. The blood 
concentration of the major metabolite generally exceeded that of isotretinoin after six hours 
The mean + SO minimum steady-state blood concentration of isotretinoin was 160 + 19 ng/ml in ten patients 
receiving 40-mg b./.d. doses. After single and multiple doses, the mean ratio of areas under the blood concentra- 
tion:time curves of 4-oxo-isotretingin to isotretinoin was 3 to 3.5 
Tissue Distribution in Animals: Tissue distribution of 14C-isotretinoin in rats after oral dosing revealed high 
concentrations of radioactivity in many tissues after 15 minutes, with a maximum in one hour, and declining to 
nondetectable levels by 24 hours in most tissues. After seven days, however, low levels of radioactivity were 
detected in the liver, ureter, adrenal, ovary and lacrimal gland. 
INDICATIONS AND USAGE: Cystic Acne: Accutane is indicated for the treatment of severe recalcitrant cystic 
acne, and a single course of therapy has been shown to result in complete and prolonged remission of disease in 
many patients. 1-3 If a second course of therapy is needed, it should not be initiated until at least eight weeks after 
completion of the first course, since experience has shown that patients may continue to improve while off drug. 
Because of significant adverse effects associated with its use, Accutane should be reserved for patients with 


Severe cystic acne who are unresponsive to conventional therapy. AÇARI ar antibiotics 
COMTRAINDICATIONS: Pregnancy: Category X. See boxed CONTRAINDS ATION. 
Accutane should not be given to patients who are sensitive to parabens. which are used as preservatives in the 


eat capsule. 

Pseuiotumor cerebri: Accutane use has been associated with a number of cases of pseudo- 
tumor cerebri (benign intracranial hypertension). Early signs and symptoms of pseudotumor 
corebri include papiiiedema, headache, nausea and vomiting, and visual disturbances. 
Patients with these symptoms should be screened for papiliedema and, if present, they should 
bo told to discontinue Accutane immediately and be referred to a neurologist for further 
diagnosis and care. 







Corneal Opacities: Corneal opacities have occurred in patients receiving Accutane for acne and more frequently 
when higher drug dosages were used in patients with disorders of keratinization. Ali Accutane paren experienc- 
ti 


ing visual difficulties should discontinue the drug and have an ophthalmological examination. The corneal opaci- 
ties that have been observed in patients treated with Accutane have either completely resolved or were resolving 
at follow-up six to seven weeks after discontinuation of the drug. See ADVERSE REACTIONS. 
Inflammatory Bowel Disease: Accutane has been temporally associated with inflammatory bowel disease (includ- 
ing regional ileitis) in patients without a prior history of intestinal disorders. Patients experiencing abdominal 
pain, rectal bleeding or severe diarrhea should discontinue Accutane immediately 
Lipids: Blood lipid determinations should be performed before Accutane is given and then at intervals until the 
lipid response to Accutane is established. which usually occurs within four weeks. See PRECAUTIONS. 
Approximately 25% of patients receiving Accutane experienced an elevation in plasma triglycerides, Approxi- 
mately 15% developed a decrease in hig density lipoproteins and about 7% showed an increase in cholesterol 
levels. These effects on triglycerides, HDL and cholesterol were reversibile upon cessation of Accutane therapy. 
Patients with increased tendency to develop hypertriglyceridemia include those whith diabetes mellitus, obesity. 
increased alcohol intake and familial history 
The cardiovascular consequences of hypertriglyceridemia are not well understood, but may increase the patient's 
tisk status. In addition, elevation of serum triglycerides in excess of 800 mg’dl has been associated with acute 

increatitis. Therefore, every attempt should be made to control significant triglyceride elevation 

me patients have been able to reverse triglyceride elevation by reduction in weight, restriction of dietary fat and 
alcohol, and reduction in dose while continuing Accutane.4 
An obese mal patient with Darier's disease developed elevated triglycerides and subsequent eruptive 
xanthomas. 
Hyperostosis: in clinical trials. of disorders of keratinization with a mean cose of 2.24 mg/kg/day, a high preva- 
lence of skeletal hyperastosis was noted. Two children showed əl findings suggestive of premature closure of 
the epiphysis. Additionally, skeletal hyparostosis was noted in six of eight patients in a prospective study of 
disorders of keratinization.6 Minimal skeletal hyperostosis has also been observed by x-rays in prospective 
Studies of cystic. acne patients treated with a single course of therapy at recommended doses 
Animal Studies: \n rats given 32 or 8 mg/kg/day of isotretinoin for 18 months or longer, the incidences of focal 
calcification, fibrosis and inflammation of the myocardium, calcification of coronary. pulmonary and mesenteric 
arteries and metastatic calcification of the gastric mucosa were greater than in control rats of similar age. Focal 
endocardial and myocardial calcifications associated with calcification of the coronary arteries were observed in 
two Cogs after approximately six to seven months of treatment with isotretinoin at a dosage of 60 to 120 
mg/kg; day: 
İn dogs given isotretinoin chronically at a dosage of 60 mg/kg/day, corneal ulcers and corneal opacities were 
encountered at a higher incidence than in control dogs. In general, these ocular changes tended to revert toward 
formal when treatment with isotretinoin was stopped, but did not completely clear during the observation period. 
İn rats given isotretinoin at a dosage of 32 mg/kg/day for approximately 15 weeks, long bone fracture has been 


PRECAUTIONS: information fer Patients: Weman of childbearing potential should be instructed that the 
biust nat ha proghant when Accutane ont fer is naatt nar they should use an effective foras of 
ilə taking Accutane snd for one month after Accutane has been stopped. Ses bored 


TION. 
Because of the relationship of Accutane to vitamin A, patients shouid be advised against taking vitamin supple- 
ments containing vitamin A to avoid additive toxic effects. 
1107. should be informed that transient exacerbation of acne has been seen, generally during the initial period 
of therapy. . 
Patients should be informed that they may experience decreased tolerance to contact lenses during and after 
apy. 
Laboratory Tests: The incidence of hypertriglyceridemia is 1 patient in 4 on Accutane therapy. Pretreatment and 
follow-up blood lipids should be obtained under fasting conditions. After consümption of alcohol at least 36 hours 
should elapse before these determinations are made. itis recommended that these tests be performed at weekly 
or biweekly intervals until the lipid response to Accutane is established. 
Certain patients receiving Accutane have experienced problems in the control of their blood sugar. Therefore, 
known ar suspected diabetics should have periodic blood sugar determinations performed during Accutane 
therapy. Some patients undergoing sur physical activity white on Accutane therapy have experienced 
i significance is. unknown, 
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Carcinogenesis, Mutagenesis, Impairment of Fertility: in Fischer 344 rats given isotretinoin at dosages of 32 or 

8 mg/kg/day for greater than 18 months, there was an increased incidence of pheochromocytoma. The incidence of 

adrenai medullary hyperplasia was also increased at the higher dosage. The relatively high level of spontaneous 
romocytomas occurring in the Fischer 344 rat makes it a poor model for study of this tumor, since the 

increase in adrenal medullary proliferative lesions following chronic treatment with relatively high dosages of 

isotretinoin may be an accentuation of a genetic predisposition in the Fischer 344 rat, and its relevance to the 

human population is not clear. in addition, a decreased incidence of liver adenomas, liver angiomas and leukemia 

was noted at the dose levels of 8 and 32 mg/kg/day. 

The Ames test was conducted in two laboratories. The results of the tests in one laboratory were completely 

negative, while in the second laboratory a weakly positive (less than 1.6 x background) was seen with 

S. typhimurium TA100. No dose-response effect was seen and ail other strains were negative. Additionally, other 

mutagenicity tests (Chinese hamster ceils, mouse micronucleus test and S. cerevisiae) were also negative. 

No rse effects on gonadal function, fertility, conception rate. gestation or parturition were observed at dose 

levels of 2, 8 or 32 mg/kg/day in mate and female rats. 

In dogs, testicular atrophy was noted after treatment with isotretinoin for approximately 30 weeks at dosages of 

60 or 20 mg/kg/day. In general, there was microscopic evidence for appreciable depression of spermatogenesis 

but some sperm were observed in all testes examined and in no instance were compietely atrophic tubules seen. in 

studies in 66 human mates. 30 of whom were patients with cystic acne, no significant changes were noted in the 

count or motility of spermatozoa in the ejaculate. Studies further evaluating this in humans are being conducted. 

a Ğ Category X. See boxed INDICATION. = : 

Nursing Mothers: İt is not known whether this drug is excreted in human milk, Because of the potential for 

adverse effects, nursing mothers should not receive Accutane. 

ADVERSE REACTIONS: Clinical: Many of the side effects and adverse reactions seen or expected in patients 

receiving Accutane are similar to those described in patients taking high doses of vitamin A. 6 : 

The percentages of adverse reactions fisted below reflect the total experience in Accutane studies. including 

investigational studies of disorders of keratinization, with the exception of those pertaining to dry skin and 

mucous membranes. These latter reflect the experience only in patients with cystic acne because reactions 

relating to dryness are more commonly recognized as adverse reactions in this disease. Included in this category 

are dry skin, skin fragility, pruritus, epistaxis, dry nose and dry mouth, which may be seen in up to 80% of cystic 

acne patients 

The most frequent adverse reaction to Accutane is cheilitis, which occurs in over 90% of patients. A less frequent 

reaction was Conjunctivitis (about two patients in five). 

Skeletal hyperostosis has been observed on x-rays of patients treated with Accutane. See WARNINGS. 

Approximately 16% of Patients treated with Accutane developed musculoskeletal symptoms during treatment. In 

general. these were mild to moderate and have occasionally required discontinuation of drug. Less frequently, 

ə pain in the chest has also been reported. These symptoms generally cleared rapidly after discontinuation 

of Accutane. 

In less than one patient in ten—rash; thinning of hair. which in rare cases has persisted. 

in approximately one patient in twenty—peeling of palms and soles, skin infections, nonspecific urogenital 

findings, nonspecific gastrointestinal symptoms, fatigue, headache and increased susceptibility to sunburn. 

Accutane has been associated with a number of cases of pseudotumor cerebri, some of which involved concomi- 

tant use of tetracyclines. See WARNINGS. 

The following CNS reactions have been reported and may bear no relationship to therapy—seizures, emotional 

instability including depression, dizziness, nervousness, drowsiness, malaise, weakness, insomnia, lethargy 

and paresthesias 

The following reactions have been reported in less than 1% of patients and may bear no relationship to therapy-— 

changes in skin pigment hypo- and hyperpigmentation). urticaria, bruising, disseminated herpes simplex. 

edema. hair problems (other than thinning), hirsutism, respiratory infections, weight loss, erythema nodosum, 

paronychia. nail dystrophy, bleeding and inflammation of the gums, and abnormal menses. : 

n Accutane studies to date, of 72 patients who had normal pretreatment ophthalmological examinations, five 
developed corneal opacities while on Accutane (all five patients had a disorder of keratinization). Corneal opacities 
have also been reported in cystic acne patients treated with Accutane. See WARNINGS. Dry eyes and decrease in 
night vision have been reported and in rare instances have persisted. 

Accutane has been temporally associated with inflammatory bowel disease. See WARNINGS. p 

As may be seen with healing cystic acne lesions, an occasional exaggerated healing response, manitested by 

exuberant granulation tissue with crusting, has also been reported in patients receiving therapy with Accutane. 

Laboratory: Accutane therapy induces change in serum lipids in a significant number of treated subjects. Approxi- 

mately 25% of patients had elevation of plasma triglycerides. Five out of 135 patients treated for cystic acne and 

32 out of 298 total subjects treated for all diagnoses showed an elevation of triglycerides above 500 mg percent. 

About 16% of patients showed a mild to moderate decrease in serum high density lipoprotein (HDL) levels while 

receiving treatment with Accutane and about 7% of patients exper minimal elevations of serum cholesterol 

during troamant Abnormalities of serum triglycerides, HOL and cholesterol were reversible upon cessation of 

tane therapy. 

məzu HA of patients receiving Accutane developed elevated sedimentation rates, often from elevated 
seline values. 

From one in ten to one in five patients showed decreases in red blood cell parameters and white blood cell counts, 

elevated platelet counts, white celis in the urine, increased alkaline phosphatase, SGOT, SGPT, GGTP or LDH. 

Less than one in ten patients showed proteinuria, red biood cells in the urine. elevated fasting blood sugar, 

elevated CPK or hyperuricemia i 

Dose Relationship and Duration: Cheilitis and hypertriglyceridemia are usually dose-related. 

Most adverse reactions were reversible when therapy was discenti ; however, some have persisted 

after cessation of therapy. (See WARNINGS and REACTIONS.) . : 

Overdosage: The oral LDso of isotretinoin is greater than 4000 mgkgin rats and mice and is approximately 
1960 mg/kg in rabbits. Overdose has been associated with transient headache, vomiting, tacia! flushing, cheitosis. 
SAMUR headache, dizziness and ataxia. All symptoms quickly resolved without apparent residual effects. 
DOSAGE ADMINISTRATION: The recommended dosage range for Accutane is 0.5 to mg/kg given in two 
divided doses daily for 15 to 20 weeks. İn studies comparing 0.1, 0.5, and 1 mg/kg/day,7 it was found that all 
doses provided initial clearing of disease but there was a greater need for retreatment with the lower dose(s). 
it is recommended that for most patients the initial dose of Accutane be 0.5 to 1 mg/kg/day. Patients whose 
disease is very severe or is primarily manifest on the body may require up to the maximum recommended dose, 
2 mg/kg/day. During treatment, the dose may be adjusted according to response of the disease and/or the appear- 
ance of clinical side effects—some of which may be dose-related. 

If the total cyst count has been reduced by more than 70 percent prior to completing 15 to 20 weeks of treatment. 
the drug may be discontinued. After a period of two months or more off therapy, and if warranted by persistent or 
recurring severe cystic acne, a second course of therapy may be initiated. 


ACCUTANE DOSING BY BODY WEIGHT 


Body Weight Total mg/day 
kilograms pounds 0.5 mg/kg 1 mg/kg 2 mg/kg 
40 88 20 40 80 
50 110 25 50 100 
60 132 30 60 120 
70 154 35 70 140 
80 176 40 80 160 
90 198 45 90 180 
100 220 50 100 200 


məkri Ye gelatin capsules. 10 mg (light pink), imprinted ACCUTANE 10 ROCHE; bottles of 100 
(NDC. 0004-0155-01). 
Soft gelatin capsules, 20 mg imis imprinted ACCUTANE 20 ROCHE: bottles of 100 (NDC 0004-0169-01). 
Soft LL capsules, 40 mg (yellow), imprinted ACCUTANE 40 ROCHE; bottles of 100 (NDC 0004-0156-01). 

: 1, Peck GL, Olsen TG. Yoder FW, Strauss JS. Downing OT, Pandya M, Butkus D, Arnaud- 
Battandier J: Prolonged remissions of cystic and congiobate acne 13-cis-retinoic acid. A Engi J Med — 
300:329-333, 1979. 2. Farrell LN, Strauss JS, Stranieri AM: The treatment of severe cystic acne with 13-cis- 
retinoic acid. Evaluation of sebum production and the clinical response in a rupee trial. J Am Acad 
Dermato! 3:602-611, 1980. 3. Jones H, Blanc,D, Cunliffe WJ: 13-cis-retinoic acid and acne. Lancet 21048-1049, 
1980. 4. Katz RA, Jorgensen H, Niga TP: Elevation of serum triglyceride levels from oral isotretinoin in disorders 
of keratinization. Arch Dermato? 116:1369-1372, 1980. $, Dicken CH, Connolly SM: Eruptive xanthomas associ- 
ated with isotretinoin (13-cis-retinoic acid). Arch Dermatol 116-951-952 , 1980. 6. Ellis CN, Madison KC, Pennes 
DR, Martel W, Voorhees Ju: Isotretinoin therapy is associated with early skeletal radiographic changes. J Am 
Acad Dermatol 10:1024-1029, 1984. 7. Strauss JS, Rapini RP, Shalita AR, Konecky E. Pochi PE, Comite H, Exner 
JH: .... therapy for acne: Results of a multicenter dose-response study. J Am Acad Dermatol 10. 
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Division of Hoffmann-La Roche inc. 
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The right tool for the job. 

















Thats why there’s a Lidex 
family: 


— Lidex cream 0.05% 





Lidex-E cream 0.05% 








Lidex ointment 0.05% 











Lidex gel 0.05% 
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Brief Summary of Prescribing Information 
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LIDEX*({luocinonide) TOPICAL 


“Dispense as written’ 7755 
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EN Five proven dosage forms. 
< P Steroid 100% dissolved“ sng oi Sisary 
z > May be prescribed for children. aiey water miscible. İne base’ proves 4 
GENUINE > No 45-gram/week limitation. ent con g 
Lidex May be used with occlusion if desired. 
Stores at room temperature. 


*With the exception of Lidex-E cream, which has been 
formulated to maximize emolliency 
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Lidex cream 


The slightly drying choice 
for wet lesions. 
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Lidex-E cream 


Versatile emollient for 
wet or dry lesions. 
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Neutrogena Acne Mask 


The effectiveness of B.I.D. benzoyl peroxide therapy in just 20 minutes. 


Bl 20 minutes 
“on and off” 
NEUTROGENAS 
ACNE MASK com- 
E pares favorably to 
the effectiveness of 
gi B.I.D. 5% benzoyl 


uş peroxide therapy. Bee 
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Neutrogena Acne Mask 
Neutrogena Acne Mask 
Neutrogena Acne Mask 


5% BPO Gel 





Surface P. Acnes Free Fatty Acid/ Acne Lesion Count 
Reduction Triglyceride Ratio Reduction 


acne ARE 
„Mask Neutrogena” 
£ benzoy! peroxide acne 
p tbacterai mask 
ng 5% benzoy! peroxide 


Alone or in combination with other topical 8 — r 
agents provides the convenience and effec- : 
tiveness you and your patients want. — 


Neutrogena Dermatologics Ne “ g” 

Div. of Neutrogena Corp. EM Zog a 

Los Angeles, CA 90045 : 2 \S 

1447:14/85 æg% For samples or information | ARE S 
(db cali toll-free (800) 421-6857 : 








topical antibiotic therapy with... 


The efficacy of topical erythromycin 2% These efficacy rates are similar to 5 
in reducing papules and pustules has been separate studies for topical clindamycin 
demonstrated in a multi-clinic study’ in reducing papules and pustules”f 


o 
Topical erythromycin 56 % Topical clindamycin 








% reduction in papules and pustules using topical erythromycin % reduction in papules and pustules using topical clindamycin alone 
alone 
1. Jones EL, Crumley AF: Topical erythromycin vs. blank vehicle ina tt Since these results are from separate clinical trials, conclusions 


multi-clinic study. Arch Dermatol 1981:117:551-553. 
2. Becker LE, Bergstresser PR, Whiting DA, et al: Topical clinda- 
mycin therapy for acne vulgaris. Arch Dermatol 1981;117:482-485. 
"The following side effects have been reported with topical 2% 
erythromycin: dry skin, scaly skin, pruritus, irritation of the eye 
and burning sensation. 


concerning the relative efficacy of topical erythromycin vs. 
topical clindamycin cannot be determined. 


20 r re ae 


60 Yi over application. and ensure effective 
0 dosing 
Non-Applicator e Fresh, nevv pledget vvith each use 


Bottles e Easy to use, unbreakable 




















Erycette 


(erythromycin 2%) 
TOPICAL SOLUTION 


Description: 

Erythromycin is an antibiotic produced from a strain of 
Streptomyces ory hrast. itis basic and readily forms 
salts with acids. Each ml of ERYCETTE (erythromycin 
2%) Topical Solution contains 20 mg of erythromycin 
base ina vehicle consisting of alcohol (66%) and 
propylene glycol. İt may contain citric acid to adjust pH. 


Actions: 

Although the mechanism by which ERYCETTE Solution 
< acts in reducing inflammatory lesions of acne vulgaris is 

‘unknown, it is presumably due to its antibiotic action. 


Indications: 
ERYCETTE Solution is indicated for the topical control 
of acne vulgaris, 


,Contraindications: 
ERYCETTE Solution is contraindicated in persons who 
have shown hypersensitivity to any of its ingredients. 


Warning: 
The sate use of ERYCETTE (erythromycin 2%) Solution 
during pregnancy or lactation has not been established. 


Precautions: 

ERYCETTE Solution is for external use only and should 
be kept away from the eyes, nose, mouth, and other 
mucous membranes. Concomitant topical acne 
therapy should be used with caution because a 
cumulative irritant effect may occur, especially with the 
use of peeling, desquamating, or abrasive agents. 

The use of antimicrobial agents may be associated with 
the overgrowth of antibiotic-resistant organisms; in 
such a case, antibiotic administration should 
be stopped and appropriate measures taken. 


Adverse Reactions: 

Adverse conditions reported include dryness, 
tenderness, pruritus, desquamation, erythema, 
oiliness, and burning sensation. Irritation of the eyes has 
also been reported. A case of generalized urticarial 
reaction, possibly related to the drug, which required the 
use of systernic steroid therapy, has been reported. 


: Dosage and Administration: 
The ERYCETTE pledget should be rubbed over the 
<: affected area twice a day after the skin is thoroughly 
“washed with warm water and soap and patted dry. 
Ace lesions on the face, neck, shoulder, chest, and 
“back may be treated in this manner. Additional pledgets 
may be used, if needed. 


How Supplied: 

ERYCETTE (erythromycin 2%) Topical Solution is 
supplied as foil-covered saturated pledgets (swabs) in 
boxes of 60 (NDC 0062- 1185-01). 

Store at controlled room temperature (69° 86°F). 


Our Commitment is.to Skin Care & Dermatology 
DERMATOLOGICAL DIVISION ORTHO 
ORTHO PHARMACEUTICAL 
“CORPORATION 
Raritan, New Jersey 08869 
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Nevvs and Notes 


Request for Proposal.—The Les- 
ter Conrad Research Foundation 
is offering grants of $7,500 each 
for research in the fields of clini- 
cal and investigative dermatology. 
All areas of research will be con- 
sidered; however, we are most 
interested in the following areas: 
hormonal changes and their 
effects in the dermis, dermal 
response to environmental stress 
to actinic damage, and skin aging 
and changes in structural ele- 
ments. 

Four copies of all materials 
must be received by Sept 1, 1986. 
The application must include the 
following: (1) a brief abstract of 
less than a half page (single 
spaced), (2) a description of the 
proposed research (maximum of 
five double-spaced pages exclud- 
ing figures and references) that 
should include a statement of the 
project to be undertaken, its aims 
and objectives, the methods to be 
used and the significance of the 
work, and (8) a current curriculum 
vitae. 

Grants will only be made to 
recognized nonprofit institutions 
with a request that the same be 
utilized for the research indicated 
in the proposal. In addition, note 
that it will be a condition of each 
grant that no portion thereof be 
used for indirect costs. 

Successful applicants will be 
notified by Nov 1, 1986. 

For further information, con- 
tact Andrew J. Perlman, MD, 
PhD, Division of Endocrinology, 
Room S-005, Stanford University 
Medical Center, Stanford, CA 
94305. 


Dermatopharmacology Sympo- 
sium.—The second International 
Dermatopharmacology Sympo- 
sium will be held in Vancouver, 
British Columbia, on Aug 7 
through 9, 1986. The theme of the 
symposium will be the following: 


Arch Dermatol—Vol 122, May 1986 


Hovr do the drugs used by derma- 
tologists really work in the treat- 
ment of skin disease? For further 
information, contact Venue West 
Ltd, Suite 801, 750 Jervis St, Van- 
couver, British Columbia, Canada 
V6E 2A9. 


Meeting.—The eighth interna- 
tional meeting devoted to derma- 
tological research will be held Oct 
9-11, 1986, in Nantes, France, 
under the auspices of the Société 
de Recherche Dermatologique. 
This meeting will be organized by 
the Department of Dermatology, 
Hötel Dieu, Nantes, France (Di- 
rector, Professor H. Barriere). For 
further information and abstract 
and application forms, contact Dr 
J. F. Stalder, CARD Service de 
Dermatologie, CHU 44035 Nantes 
Cedex, France. 


Postgraduate Course.—The sixth 
postgraduate course in medical 
mycology will be held Oct 10-12, 
1986, at the University of Califor- 
nia School of Medicine, San Fran- 
cisco. This program is designed to 
broaden understanding of the con- 
cepts of mycologic infectious dis- 
eases and to provide simplified 
approaches to office dermatomy- 
cology. Lectures emphasize clini- 
cal, immunologic, pathologic, and 
epidemiologic aspects of the vari- 
ous mycoses. All presentations 
will be illustrated and accompa- 
nied by cultural and microscop- 
ic demonstrations. Participation 
will be limited to 100 participants. 
AMA/CMA category 1 credit and 
credit from the American Acad- 
emy of Dermatology will be 
awarded on completion of the 
course. For further information, 
contact Raza Aly, PhD, Professor 
of Dermatology and Micro- 
biology, HSE 1012, University of 
California, San Francisco, CA 
94148; (415) 666-3048. 


News and Notes 


An important 
NEVV resource 
from the AMA 


A Physician”s Guide to Preferred Provider Organizations 
The First Comprehensive Guide to PPOs Ever Published! 


An in-depth analysis of a timely topic 
Much has been written about PPOs, but until now has there been no single 
comprehensive guide available especially for physicians. This new AMA publi- 
cation views the PPO concept from all angles and explores the various 
organizational, operational and legal issues of interest to physicians. 


A wealth of relevant issues 
This publication provides a complete background on many of the issues 
surrounding PPOs as well as a framework for discussion between and among 
physicians and the rest of the health care community. A sampling of issues 
covered includes: 








e Designation of “preferred” providers e Marketing and financing the plan 

© Negotiating the fee schedule è Antitrust considerations 

è Reimbursement mechanism and payment flow e Analyzing a PPO physician participation 

e Utilization review and control agreement 

e Designing the benefits package e Considerations for organizing or joining a PPO 
Order your copy of this 


valuable publication today! 


Order Dept., OP 166 

American Medical Association 
PO. Box 10946 

Chicago, IL 60610 


an's Guide to 


YES. Send me A Physician’s Guide to Preferred 





A Physic! Provider Organizations, OP 166. 
Copies @ $4.50 percopy*......... $ 
Less 10% discount, AMA Members only... $ 
Subtotal $ 
Sales Tax (IL, NY residents only)......... $. 
Handling and Delivery Charges ......... $ 3:50 
TOTAL $ 


Enclosed is my check, payable to the 
American Medical Association, for $ x 
Payment must accompany order. 


“For information on quantity discounts (11 or more 
copies), contact the AMA Order Department at the 
address above or call (312) 645-5123. 


Name 








Address 





City 
State/Zip 
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DIPROLENE 


aad betamethasone dipropionate 
Ointment, USP,0.05% 


IN ACTIBASE 


INTENSITY OF POVVE 


Eczema = 


So potent, a nevv classification Yet, safe enough to be 
of potency among topical prescribed for use in moderate- 
corticosteroids was required. to-severe dermatoses. 
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IN A CLASS BY ITSELF. 


Contact dermatitis 


DIPROLENE: The only topical 
corticosteroid with Class 1 
potency. ' 


Psoriasis 


Artist's interpretation of disease states 


*Classification based on vasoconstrictor assays and clinical studies! 


Please see next page for brief summary of 
prescribing information. 





FOR CLASS 1 POTENCY" 


DIPROLENE 


serao! hetamethasone di 
Ointment, USP 0.05% 


IN ACTIBASE” 





(potency expressed:as betamethasone} 


For Dermatologic Use Only — Not for Ophthalmic Use 

Summary of Prescribing information: 

INDICATIONS AND USAGE DİPROLENE Ointment is indicated for relief of the 
inflammatory and pruritic manifestations of corticosteroid-responsive dermatoses. 


CONTRAINDICATIONS DİPROLENE Ointment is contraindicated in patients 
who are hypersensitive to betamethasone dipropionate, to other corticosteroids, or 
to any ingredient in this preparation. 

PRECAUTIONS General Systemic absorption of topical corticosteroids has 
produced reversible HPA axis suppression, manifestations of Cushing's syndrome, 
hyperglycemia, and glucosuria in some patients. 

Conditions which augment systemic absorption include the application of the 
more potent corticosteroids, use over large surface areas, prolonged use, and the 
addition of occlusive dressings. See DOSAGE AND ADMINISTRATION 
section.) 

Therefore, patients receiving a large dose of a potent topical steroid applied to a 
large surface area should be evaluated periodically for evidence of HPA axis suppres- 
sion by using the urinary free cortisol and ACTH stimulation tests, If HPA axis sup- 
pression is noted, an attempt should be made to withdraw the drug, to reduce the 
frequency of application, or to substitute a less potent steroid. 

Recovery of HPA axis function is generally prompt and complete upon discontinu- 
ation of the drug. infrequently, signs and symptoms of steroid withdrawal may occur, 
requiring supplemental systemic corticosteroids. 

Children may absorb proportionally larger amounts of topical corticosteroids and 
thus be more susceptible to systemic toxicity. (See PRECAUTIONS — Pediatric 
Use.) if irritation develops, topical corticosteroids should be discontinued and 
appropriate therapy instituted. 

In the presence of dermatological infections, the use of an appropriate antifungal 
or antibacterial agent should be instituted. if a favorable response does not occur 
promptly, the carticosteroid should be discontinued until the infection has been ade- 
quately controlled. 

s, Mutagenesis, and impairment of Fertility Long-term 
animal studies have not been performed to evaluate the carcinogenic potential or 
the effect on fertility of topically apptied corticosteroids 

Studies to determine mutagenicity with prednisolone have revealed negative 
results, 
€ Corticosteroids are generally teratogenic in laboratory 
animats when administered systemically at relatively low dosage levels. The more 
potent corticosteroids have been shown to be teratogenic after dermal application in 
laboratory animals. There are no adequate and well-controlied studies of the terato- 
genic effects of topically applied corticosteroids in pregnant women. Therefore, topi- 
cal Corticosteroids should be used during pregnancy only if the potential benefit 
"justifies the potential risk to the fetus. Drugs of this class should not be used exten- 
sively on pregnant patients, in large amounts, or for prolonged periods of üme, 

Mothers it is not known whether topical administration of corticoste- 
roids could result in sufficient systemic absorption to produce detectable quantities 
in breast. milk. Systemically administered corticosteroids are secreted into breast milk 
in quantities not likely to have a deieterious effect on the infant. Nevertheless. cau- 
tion should be exercised when topical corticosteroids are prescribed for a nursing 
woman. 

Pediatric Use Use of DİPROLENE Ointment in children under 12 years is not 
recommended. 

Pediatric patients may demonstrate greater suscepubility to topical corticosteroid- 
induced HPA axis suppression and Cushing's syndrome than mature patients 
because of a larger skin surface area to body weight ratio 
Hypothalamic-pituitary-adrenal(HPA} axis suppression, Cushing's syndrome, and 
intracranial hypertension have been reported in children receiving topical corticoste- 
roids. Manifestations of adrenal suppression in children include linear growth 
retardation, delayed weight gain, low plasma cortisol levels, and absence of 
response to.ACTH stimulation. Manifestations of intracranial hypertension include 
bulging fontanelles, headaches. and bilateral papilledema. 

Administration of topical corticosteroids to children should be limited to the least 
amount compatible with an effective therapeutic regimen. Chronic corticosteroid 
therapy may interfere with the growth and development of children. 


ADVERSE REACTIONS The local adverse reactions that were reported with 
DIPROLENE Ointment during clinical studies are as follows: folliculitis, 2 per 500 
patients; erythema, 2 per 500 patients; pruritus, 1 per 500 patients; vesiculation, 
1 per 500 patients. 
The following local adverse reactions are reported infrequently when topical corti- 
costeroids are used as recommended. These reactions are listed in an approximate 
decreasing order of occurrence: burning, itching, irritation, dryness, folliculitis, hyper- 
trichosis, acneiform eruptions, hypopigmentation, perioral dermatitis, allergic contact 
dermatitis, maceration of the skin, secondary infection, skin atrophy, striae, miliaria. 
OVERDOSAGE Topically applied corticosteroids can be absorbed in sufficient 
amounts to produce systemic effects. (See PRECAUTIONS.) 
DOSAGE AND ADMINISTRATION Apply a thin film of DIPROLENE Oint- 
mentto the affected skin areas twice daily, once in the morning and once at night. 
Amounts greater than 45.9 per week should not be used. 

DIPROLENE Ointment is not to be used with occlusive dressings. 
HOW SUPPLIED DİPROLENE Ointment 0.05% is supplied in 15-İNDC 0085- 
0575-02}, and 45-gram {NDC 0085-0575-03) tubes; boxes of one. 


Store between 2° and 30°C (36° and 86°F). 
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Ichthyosis 


Genetic Heterogeneity, Genodermatoses, 


and Genetic Counseling 


eKusiek”s"” maxim about genetic heterogeneity 
may be stated as follows: when a genetic 
disorder is examined closely, what at first was 
thought to be a single entity will be found, in fact, to 
be several clinically (ie, phenotypically) similar, but 
. fundamentally ‘genotypically) distinct, disorders. 
Dermatologists are well aware of this phenomenon, 
— “perhaps best illustrated in the ever-enlarging lists of 
types of Ehlers-Danlos syndrome and xeroderma 
pigmentosa. Therefore, it is not surprising that, as 
the ichthyoses are subjected to closer scrutiny, evi- 
dence of genetic heterogeneity should be uncovered 









See also p 559. 





here, as well. Such heterogeneity can be demon- 
~ strated by a variety of methods (Table). Previously, 
the various inherited forms of ichthyoses have been 
categorized largely by differences in disease expres- 
sion (phenotype) and mode of inheritance. Yet, 

— because of both phenotypic overlap and unclear 
inheritance patterns in individual cases, the clinician 

can experience difficulties in assigning a precise 
diagnosis to a given patient with ichthyosis. Only 
after more than 50 years of confusion was the 
invariable association of the histopathology of epi- 
 dermolytic hyperkeratosis with the dominant disor- 

. der bullous ichthyosis (bullous congenital ichthyosi- 
form erythroderma), championed by Lapiere, finally 

— appreciated. Similarly, the detailed clinical and ped- 
-igree studies of Kerr and Wells’ and Messett et al’ 
_ two decades ago permitted differentiation of ich- 
__ thyosis vulgaris from recessive X-linked ichthyosis. 
These distinctions have recently been confirmed by 






—— Arch Dermatol—Vol 122, May 1986 





biochemical studies: Sybert and co-workers® have 


demonstrated that ichthyosis vulgaris is accompa- 
nied by an abnormality in filaggrin generation. . 
Moreover, recessive X-linked ichthyosis is now 
known to be due to deficiency of the enzyme steroid 
sulfatase.’* Biochemical confirmation of the diagno- 
sis of recessive X-linked ichthyosis is now possible — 
either through direct enzymatic assay of scales; 
blood leukocytes, or cultured fibroblasts, or, indirect- . 
İy, by measurement of cholesterol sulfate content of | 
scales or blood.’ The latter can be inferred from ` 
alterations in the mobility of 8-lipoproteins on 
serum lipoprotein electrophoresis.” 

Recessive X-linked ichthyosis illustrates another 
important principle, namely, that when an inherited 


skin disease is examined closely, what at first was - — 


thought to be merely a disease of the skin (genoder- ` 
matosis) will be found to involve other organ sys- 
tems. The first evidence of pleiotropism. was 
observed by Sever et al" as asymptomatic corneal. 


opacity in men with the disease. Next, it was appre- __ 


ciated that steroid sulfatase deficiency manifests | 
itself prenatally as the placental sulfatase-deficien- . 
ey syndrome. 2 In this syndrome, third-trimester 


maternal urinary estrogen levels, used as a measure __ 


of placental-fetal well-being, are extremely low. The 
pathophysiologic consequences of placental sulfatase: 
deficiency appear to be limited to failure to initiate 
labor in some cases.” More recently, eryptorchidism 
has been noted in a significant percentage of patients 


with recessive X-linked ichthyosis,“ and, indepen- . 
dent of eryptorehidism, steroid sulfatase deficiency - 


may predispose to testicular cancer.” In some, but _ 
not all, instances of Rud’s syndrome (males with | 
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Evidence for Heterogeneity Within the 
Lamellar ichthyosis Group” 





Evidence for 


Methods Heterogeneity 





Genetic 

Mode of inheritance 

Nonallelism of recessives 

Linkage relationships 
Analysis of phenotype 
Biochemical analysis 
Physiologic studies 
Somatic: cell genetics 
Molecular genetic analysis 


nn... 


*Methods from MeKusick.İ Plus sign indicates positive, question 
mark, unknown. 


«ichthyosis, obesity, mental retardation, and hypo- 
 genitalism), steroid sulfatase also may be deficient." 
Finally, some instances of steroid sulfatase deficien- 
“ey arise from deletion of the corresponding gene 
= locus on the distal short arm of the X chromosome.” 

“Here, the clinical constellation is dependent on the 
number of other deleted loci.’* Given the likelihood of 
pleiotropism in genetic diseases, it would be wise to 
drop the term genodermatosis from our vocabulary, 
since the term fosters insularity of thinking, which 
can impede our appreciation of the multisystem 
„aspects of these diseases. 

— The current nosology of genetically transmitted 
ichthyoses recognizes four (or five, see below) prima- 
ry forms in which skin is the only organ system 
involved, as well as numerous syndromes with multi- 
system involvement. This classification is undesir- 
able, not only because manifestations of the primary 
forms may not be limited to the skin (vida supra), 
but also because this classification has lead to mis- 
guided efforts to pigeonhole the skin manifestations 

“of the syndromes into one of the primary forms of 

` ichthyosis (ie, the ichthyosis in Refsum’s disease as 


c “dehthyosis vulgaris,” and the ichthyosis of tricho- 


7 thiodystrophy as “lamellar ichthyosis,” etc). Not 

“only is this exercise likely to be irrelevant to the 
underlying pathophysiology, but, more importantly, 
it also obscures observation of important phenotypic 
differences. For example, on close examination, the 
ichthyosis of the Sjégren-Larsson syndrome is not a 
form of “lamellar ichthyosis” —it has its own pheno- 
type.” Again, to quote McKusick,' “In medical genet- 
ics there is little place for expressions such as 
‘spectrum. of disease’: disease A is a milder variant 
- form or a variant of disease B, and so on. Diseases A 


— and B are either the same disease, if they are based 


“on the same mutation, or different diseases. Pheno- 


7 typic overlap is not necessarily grounds for consider- 


ing them fundamentally the same or even closely 
related.” 

While we are in the process of reexamining termi- 
nology, it would be desirable to abandon the term 
ichthyosis, itself, for a more neutral, less stigmatiz- 
ing, and more accurate designation. Although the 
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term ichthyosis may seem too firmly entrenched to 
be removed from the medical vocabulary, it should be 
recalled that mongolism was abandoned for Down’s 
syndrome out of similar concerns. The ichthyoses, 
after all, represent a diverse group of disorders of 
cornification. Some, such as recessive X-linked ich- 
thyosis and Refsum’s disease, are inborn errors of 
lipid metabolism. Others, such as bullous ichthyosis 
and ichthyosis vulgaris, may represent disorders of 
structural protein synthesis or assembly. Our under- 
standing of their pathophysiology is in its infancy, 
and only a few, at present, can be categorized in this 
manner.’ For the present, it may be best to respect 
the heterogeneity of these disorders and classify 
them simply as disorders of cornification, types 1, 2, 
8, ete. 

Ichthyosis of congenital onset, usually manifested 
as a colloidion baby, and later characterized by 
generalized involvement, including the face and all of 
the flexural surfaces, palms and soles, with eryth- 
roderma, and often ectropion, has previously been 
classified by most authorities as a single entity, 
“lamellar ichthyosis,” although some have suspected 
that the range of phenotypic variability represents 
at least two disorders, lamellar ichthyosis and (non- 
bullous) congenital ichthyosiform erythroderma. 
This suspicion of heterogeneity has recently been 
strengthened by a combination of clinical, biochemi- 
cal, and histometric observations.”” While a variety 
of other methods for demonstrating genetic hetero- 
geneity may be brought to bear on this question in 
the future (Table), most of them will require a better 
understanding of the underlying metabolic abnor- 
malities. Genetic studies may circumvent this 
requirement. While demonstration that lamellar ich- 
thyosis and congenital ichthyosiform erythroderma 
are nonallelic would constitute conclusive evidence of 
heterogeneity, the necessary mating is not likely to 
be forthcoming. Studies of linkage relationships to 
other defined loci could be useful in certain popula- 
tions. The cases reported by Rossmann-Ringdahl et 
al? in this issue of the ARCHIVES raise the issue of 
genetic heterogeneity by mode congenital ichthyosi- 
form erythroderma in a nonconsanguineous mating, 
which produced two offspring with similar pheno- 
type. Is this an autosomal dominant trait in this 
family, or, as the authors suggest, does this case 
illustrate the improbable, but nonetheless finite, 
possibility of pseudodominant inheritance (eg, in 
this case, the chance mating of a person with a rare 
autosomal recessive trait with a heterozygote for 
that trait)? Until the underlying biochemical abnor- 
malities are discerned, this issue will remain unre- 
solved. Yet, the possibility of dominant inheritance 
should not be dismissed: Traupe et al” have reported 
a kindred who exhibited vertical transmission of a 
similar disorder through three generations. Histo- 
logic and biochemical studies of their patients 
excluded ichthyosis vulgaris, bullous ichthyosis, and 
recessive X-linked ichthyosis. We, too, have observed 
vertical transmission of an ichthyosiform disorder 
that, by previous criteria, would have been classified 
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- generations of our kindred were available for study, 
a member of the third generation was also affected 
_ by history, strongly suggesting that the trait was a 
‘true dominant. Moreover, our cases resembled those 
of Traupe et al,” in that the ichthyosis was not 
— universal, the palms and soles were more severely 
— involved, and the erythroderma was minimal. These 
cases illustrate not only the complexity of genetic 
- counseling, in general, but, in particular, the difficul- 
ties encountered in counseling sporadic cases of 
“lamellar” ichthyosis. Hopefully, as research efforts 
expand beyond the descriptive, the confusion sur- 
‘rounding phenotypic overlap and inheritance pat- 
terns will lessen. 





MARY L. WILLIAMS, MD 

PereR M. Exras, MD 

Dermatology Service 

Veterans Administration 
Medical Center 

4150 Clement St 

San Francisco, CA 94121 
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75 (ertain terms, by an enigmatic stubbornness, per- 
sist long after their usefulness is ended. Such is 
the case of the histiocyte—particularly in dermatolo- 
gy and dermatopathology.' Reports of the demise of 
the histiocyte (italics to emphasize my disfavor), 
could not be too greatly exaggerated. Yet, the term 
perniciously remains as a curious and even arcane 
anachronism. Not only is the term histiocyte of 
_. dubious origin, but its very meaning has an Alice- 
-in-Wonderland quality in which the term histiocyte 
“may be used in almost any context regardless of its 
ancestry or cell lineage. (Somatocyte would be just as 
specific.) 
© Heretical as it may appear, it is time to expose the 
- histioeyte and its mastery of cellular disguise for the 
mononuclear imposter that it is. 

The histiocyte was a nicely tuned neologism coined 
by Aschoff and Kiyono’ to describe large mononu- 
clear phagocytes in tissue. Aschoff subsequently in- 
cluded the histiocyte in his classification of cells of 
the reticuloendothelial system (Table 1). 

To their credit, the early cytomorphologists and 
cell biologists, Metchnikoff, Aschoff, Kiyono, Ran- 
vier, Marchand, Goldmann, and Renaut, who 
: explored the cellular response to inflammation, cor- 
rectly identified resident (“fixed”) mononuclear cells 
in bone marrow, spleen, lymph nodes, and connective 
tissue that had strong phagocytic function—these 
. cells readily ingested colloidal particles and had a 
— high affinity for certain vital dyes. Moreover, it was 
believed that “fixed” cells could change shape and 
become motile after an appropriate inflammatory 
stimulus. Simplified, this meant that a resident 
~ mononuclear cell in connective tissue could actively 
-. participate in the cellular exudate of an inflammato- 
— Ty reaction. It was understood that these tissue cells 

< were not necessarily identical in origin, structure, or 
function. But, there was also some disagreement: 
“Maximov and Bloom: did not include the endothelial 
cell and thought the idea of reticuloendothelium 
_ inappropriate, From this beginning and for the next 
= 80 years or so, the histiocyte remained as some kind 
of tissue macrophage. 3 

In 1972, a report appeared that proposed a new 

classification of macrophages, monocytes, and their 
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The Histioeyte 


In Memoriam 


precursor cells (the mononuclear phagoeytic system, 
Table 2). This classification was intended to include 
all highly phagocytic cells and was focused on simi- 
larities in cell morphology, function, origin, and 
kinetics. The importance of a common and specific 
origin of mononuclear phagocytes from bone marrow 
monocytes, as proposed in this classification, cannot 
be overemphasized. Unfortunately, this new classifi- 
cation continued to use the term histiocyte, although 
in this instance the term histiocyte was specifically 
defined as a blood monocyte-derived macrophage 
found in tissue. Reticular cells, dendritic cells, endo- 
thelial cells, and fibroblasts (fibrocytes) were ex- 
cluded. 

This classification was widely accepted and has 
conceptually junked the reticuloendothelial system. 


Table 1.—The Reticuloendothelial System (Aschoff)* 


Endothelial cells 

Fibrocytes 

Reticular cells of spleen and lymph nodes 

Reticuloendothelial cells of lymph and blood including 
Kupffer's cells 

Histiocytes 

Splenocytes and monocytes 





“From Van Furth et al.” 


Table 2.—-The Mononuclear Phagocytic System” 


Celis Location 
Precursor cells Bone marrow 













Promonocytes Bone marrow 









Monocytes Bone marrow, 


peripheral blood 










Macrophages Soft tissue (histiocyte) 

Lung (alveolar macrophages) 

Serous cavity 
(macrophages) 

Bone (osteoclasts) 

Nerve tissue (microglia?) 








"From Van Furth et al 
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It was noted by the original authors of the 1972 

— article that future modification might be required in 

“light of new information. And this has, of course, 

occurred, particularly with the better understanding 
of the identity and function of transformed lympho- 
cytes and certain dendritic cells. But, somehow, in 
spite of the new clarity of the mononuclear phagocyt- 
ic system, the concept has persisted of the histiocyte 
as an undefined mononuclear “significant other.” 

In the 1970s and 1980s, with the incredible explo- 
sion of cellular immunobiology, particularly lympho- 
cyte biology, and, more recently, with an expanding 
thesaurus of dendritic cells, the conventional con- 
cepts of what a histiocyte is or is not are being 

-challenged on every side, eg, “immature sinus histio- 
cytes are novel B cells”; “histocytic malignancies are 
morphologically, immunologically, and enzymatical- 
ly heterogeneous’; and “malignant histiocytosis of 
the intestine: a T-cell lymphoma.” 

In the past, the cytomorphologic problem has been 
that any mononuclear cell in skin or soft tissue 
having a reniform or oval nucleus, a cell diameter of 
10 to 25 wm, and a nucleocytoplasmic ratio of about 
1:1 might be called a histiocyte. 

At present, the accuracy with which “mononuclear 
cells” may be identified in skin or soft tissue is much 
improved by the use of both heteroantisera and 
monoclonal antibodies directed against selected cel- 

2. lular antigens, Using either immunoperoxidase or 

—. fluorescent methods in either fresh-frozen and/or 

`- formalin-fixed tissue, the following mononuclear 
cells can be evaluated in skin: Langerhans’ cells, 
indeterminate eells, interdigitating dendritic cells, 
macrophages (monocyte-derived), and dermal den- 
drocytes. Langerhans’ cells and indeterminate cells 
in dermis can be identified as mononuclear cells 
reactive for S100 protein and reactive for anti- 

Leu-6/OKT6. Preliminary guides to human dendritic 

cell/macrophage subsets” and to human dermal den- 
droeytes" have recently been published. In addition, 
contemporary immunophenotyping can further dis- 

criminate several morphologic subsets of T and B 

lymphocytes that, as mononuclear cells, are still 

-sometimes identified as histiocytes. 

During the incubation period of contemporary 
immunobiology, cell biologists clearly preferred 
macrophage as a synonym for histiocyte. At the same 
time, dermatologists and morbid anatomists seem to 
have reveled in its abuse. As a result, we are now left 
with such nosologic offal as histiocytosis X, histiocy- 
toma and its derivatives, reticulohistiocytoma, 
malignant. histiocytosis, histiocytic lymphoma, and 
even histiocytoid hemangioma. (The list is mercifully 
incomplete.) I sappose that one of the reasons for the 
existence of this list, apart from pitiful doctrinaire 
nonthink, is that no one has cleverly managed to 
combine the suffix -oma with macrophage. 

Consider the following: Langerhans’ cells are the 
key proliferative cellular component of the various 
clinical syndromes labeled as histiocytosis X"; cuta- 

-neous fibrous histiocytomas are probably derivatives 

— — of dermal dendrocytes (fibrocytes)"; malignant his- 
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tiocytosis is regarded as being of heterogeneous 
origin”; regressing atypical histiocytosis is probably 
a polymorphic subset of T-cell lymphoma (J.T.H., 
unpublished data); and most of the “histiocytic” 
lymphomas of ten years ago are, by contemporary 
immunophenotyping, either T-cell or B-cell lympho- 
mas (a few are monocyte and dendritic cell 
derived).”” And, unquestionably, as tissue-associat- 
ed dendritic cells are better understood, the: list of 
tissue-associated “histiocytes” will further dimin- 
ish. 

The evidence is now overwhelming that contempo- 
rary pathobiology no longer supports a generic con- 
cept of the histiocyte as a specific differentiated cell 
having diverse precursors. It turns out that the many 
false guises worn by histiocytes are, in fact, figments 
of our own limited perception. Therein lies a new 
beginning for new understanding. 

Histiocyte. Requiescat in pace. 

JOHN T. HEADINGTON, MD 

The University of Michigan 
Medical School 

1315 Catherine Rd 

Ann Arbor, MI 48109-0010 
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Topical Application of Isotretinoin Gel 
Improves Oral Lichen Planus 


A Double-blind Study 


Thomas A. Giustina, MD; Jeffery C. B. Stewart, DDS, MS; Charles N. Ellis, MD; 
Joseph A. Regezi, DDS, MS; Thomas Annesley, PhD; Thomas Y. Woo, MD; John J. Voorhees, MD 


ə İn a double-blind study, 20 patients with oral lichen 
planus were treated twice daily with 0.1% isotretinoin gel 
or the vehicle alone for two months. Subsequently, 
patients who used the placebo received the active prep- 
. aration for another two months. Patients treated with the 
active medication displayed significantly greater 

improvement than patients receiving the placebo. 
Patients who were treated initially with the placebo 

showed statistically significant improvement after receiv- 
-ing the topical isotretinoin treatment for two months. 

Side effects from using the gel were primarily a transient 
<< burning sensation or irritation on initial application. 

(Arch Dermatol! 1986; 122:534-536) 


: QO! lichen planus is more difficult to treat than 
cutaneous lichen planus. Spontaneous remis- 
sions, especially in the erosive form of oral lichen 
planus, are uncommon.“ The most frequently 
~ described therapy for oral lichen planus has been the 
administration of topical or systemic corticoste- 
- roids."“ Retinoids have also been used; tretinoin 
administered both topically”” and systemically’ and 
systemic etretinate”" are effective. Recently, system- 
ic isotretinoin?" has also been used successfully. 
Unfortunately, the systemic use of retinoids is often 
limited by their side effects.” In some cases, these 
limitations may be circumvented via the topical 
route of administration. The purpose of our study 
was to determine the efficacy of topically applied 
isotretinoin gel in the treatment of oral lichen 
planus. 


SUBJECTS AND METHODS 


Twenty-two patients (11 men and 11 women) with 
biopsy-proved oral lichen planus were enrolled in our 
“study. Women of childbearing potential were excluded, 
-unless they were using oral contraceptives. The mean age 
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of the patients was 55 years (range, 38 to 75 years). The 
mean duration of lesions was six years (range, four months 
to 30 years). Any topical medication previously prescribed 
for treatment of lichen planus was stopped for two weeks 
and systemic therapy for at least four weeks prior to the 
start of our study. Informed consent was obtained from all 
patients. Approval from our institutional review board and 
for a physician’s investigative new drug application from 
the Food and Drug Administration was granted prior to 
performing our study. 

Patients were randomly assigned in a double-blind fash- 
ion to receive either topical 0.1% isotretinoin gel or the 
plain gel, which appeared identical to the active medica- 
tion. The patients applied the gel to all affected mucosal 
surfaces twice daily. If adverse local symptoms developed, 
the patients were instructed to decrease the frequency of 
application to once daily until these symptoms subsided. 

Each patient’s oral lichen planus was classified for 
severity of disease on a scale of 0 to 5, with “0” indicating 
no clinical disease and “5” representing severe clinical 
disease, including ulceration. Patients were evaluated 
after 2, 4, and 8 weeks of treatment; at each visit, all 
lesions were given a clinical score and photographed, and 
any side effects of therapy were noted. Serum cholesterol, 
triglyceride, aspartate aminotransferase, alanine amino- 
transferase, and alkaline phosphatase levels were mea- 
sured before and after two months of treatment. 

At the end of two months, the randomization code was 
broken, and patients who had received the placebo gel 
began to use the active medication in an open fashion for 
eight weeks. Evaluation of these patients was done as 
described above. Serum isotretinoin levels“ were measured 
in 12 of these patients one to four hours after topical 
application. The Wilcoxon rank sum test was used for the 
analysis of the double-blind study, and the Wilcoxon 
signed rank test was used to analyze the response of 
patients who used placebo first followed by active medica- 
tion. 


RESULTS 


Twenty patients completed the study (two patients 
left the area for personal reasons). Patients receiv- 
ing isotretinoin gel during the double-blind phase 
improved from an average score of 3.0 at pretherapy 
to 1.7 after eight weeks of treatment; while the 
patients receiving placebo showed virtually no 
change (average scores, 3.6 and 3.4, respectively). The 
change noted in the patients receiving the isotreti- 
noin gel was statistically significantly greater than 
that in the placebo group (P € .002). Ninety percent 
of patients in the isotretinoin group showed 
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Fig 1.—Top, Typical reticular lesions seen in patient prior to 
initiation of isotretinoin therapy. Bottom, Same patient after 
completing eight vveeks of topical isotretinoin therapy. Note 
resolution of hyperkeratotic lesions. 


improvement of greater than one point on our arbi- 
trary scale, while only 10% of patients receiving 
placebo exhibited such a response. When the patients 
who had initially received placebo were given isotret- 
inoin gel for eight weeks, their mean score 
decreased from 3.4 to 1.9 (P < .05), 90% of these 
patients achieved a one-point improvement. 

White reticular and plaque lesions typically 
showed replacement of the areas of hyperkeratosis 
with erythema when treated with isotretinoin gel 
(Fig 1). In some instances, lesions returned to normal 
clinically. Erosive lesions generally showed improve- 
ment, although the results were less impressive. 
Typically, areas of ulceration were decreased in size, 
although, in most instances, erosive lesions persisted 
even after eight weeks of treatment with active 
medication (Fig 2). The clinical appearance of 
patients’ oral lichen planus usually showed signifi- 
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Fig 2.—Top, Ulcerated lichen planus lesion prior to isotretinoin 
therapy. Bottom, Same patient after eight weeks of therapy. 
Although ulcerated areas are still present, they are significantly 
improved. Hyperkeratotic striae previously present at periphery 
of ulcers have resolved. 


cant change by four weeks of treatment, with contin- 
ued improvement occurring through eight weeks of 
treatment. 

Of the patients receiving isotretinoin gel initially, 
six had symptoms; after treatment, all improved, 
and five had complete resolution. Of the patients 
receiving placebo first, six had symptoms; after 
applying the placebo gel, three of the six had com- 
plete resolution. Of the remaining three, one had 
partial improvement, and two had no change from 
pretherapy status. When these three patients began 
using isotretinoin gel, all had further improvement 
in their symptoms. By Ridit analysis, the probability 
that an individual receiving isotretinoin gel will have 
a better response than an individual using the place- 
bo gel is approximately 70%. 

Side effects generally were limited to transient 
burning with initial application of both the gel and 
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the active medication. Superficial desquamation and 
erythema were occasionally noted with the use of the 
0.1%. isotretinoin gel. No significant changes were 
noted in the laboratory values, except in those of one 
-patient who developed elevated aspartate amino- 
transferase and alanine aminotransferase levels 
-after using a nonsteroidal anti-inflammatory drug 
prescribed for a fractured wrist. During the course of 
therapy with 0.1% isotretinoin gel, serum isotreti- 
noin levels were below detectable limits (25 ng/mL) 
in all 12 patients in whom levels were measured. 


COMMENT 


Gunther’ was the first investigator to describe the 
use of a retinoid (tretinoin) in the treatment of oral 
lichen planus. Since his initial report, several addi- 
. tional studies evaluating retinoids in oral lichen 

planus have been reported.”“ With one exception,’ 
“these studies indicated the usefulness of retinoids in 
“the treatment of this disease. To our knowledge, ours 
is the first double-blind study of a topical retinoid 
and the first to describe the use of topical isotreti- 
‘noin. 
Topical isotretinoin is an effective treatment for 
lichen planus. The side effects from this form of 
therapy were transient and local, and no patient 
found it necessary to discontinue use of the medica- 
tion. The total amount of isotretinoin in the twice 
daily applications ranged from 1 to 2 mg. No systemic 
- side effects were noted, nor were they expected at this 
dose of isotretinoin applied topically. Indeed, serum 
concentrations of isotretinoin and its metabolites 
were undetectable. In contrast, the serum level of 
isotretinoin was detectable at 2,000 ng/mL in one of 
our patients while she was taking 20 mg/day of oral 
isotretinoin after the topical gel study had ended. 








The mechanism by which isotretinoin improves 
lichen planus.is not known. In cell culture, retinoids 
have been noted to have an antikeratinizing effect.” 
The proliferative activity of epithelial cells in both 
atrophic and hyperkeratotic lichen planus may 
become normal during systemic treatment with etre- 
tinate.” These effects might explain, at least in part, 
the rapid clearing of the hyperkeratotic reticular and 
plaque lesions we observed. Carbohydrate expression 
on membranes of basal keratinocytes may be altered 
in lichen planus," and it has been suggested that 
lichen planus may represent a T-cell mediated 
response against altered basal keratinocytes.” It is 
possible that the anti-inflammatory effects of reti- 
noids” suppress this immune response or that the 
abnormal cell surface of the keratinocytes in lichen 
planus are altered by the retinoid.” 

Regardless of the mechanism of action, topical 
isotretinoin gel offers an alternative to systemic 
retinoids and systemic and topical corticosteroids in 
the treatment of oral lichen planus. Eight weeks of 
therapy did not provide a cure, however. After 
stopping the medication, we noted the return of the 
lesions in many of our patients. Relapses have also 
been reported in previous studies using retinoids in 
the treatment of oral lichen planus.” Thus, contin- 
ued use of isotretinoin gel may be needed for the 
treatment of oral lichen planus, and further studies 
will be needed to assess the long-term safety and 
efficacy of our therapy. 


This investigation was supported in part by the Babcock 
Dermatologic Endowment. 

Stiefel Laboratories Inc, Coral Gables, Fla (William Carr and 
Harry Klauda, PhD), kindly provided the isotretinoin and placebo 
gels. Ted Hamilton, MPH, performed the statistical analysis. 
Suzanne Wheeler and Dale Yessian provided assistance. 
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Risk Reduction for Nonmelanoma Skin 


Cancer VVith Childhood Sunsereen Use 


Robert S. Stern, MD, Milton C. Weinstein, PhD, Stuart G. Baker, ScD 


ə Exposure tc ultraviolet radiation is the principle 
cause of basal and squamous cell carcinomas of the skin, 
which are the mest frequent tumors occurring in white 
residents of the United States. Using a mathematical 
model based on epidemiologic data, we quantified the 

"potential benefits of using a sunscreen with a sun protec- 

tive factor of 15 and estimate that regular use of such a 

sunscreen during the first 18 years of life would reduce 

the lifetime incidence of these tumors by 78%. Additional 

i benefits "of sunscreen use during childhood include 
reduced risk of sunburn, retarding the pace of skin aging, 
and possible reduction in melanoma risk. We recommend 
that pediatricians encourage sunscreen use and sun 
avoidance as a regular part of pediatric preventive health 
care. 

{Arch Dermatol 1986; 122:537-545) 











ve sure to sunlight is associated with at least 
“ Ul four undesirable health effects as follows: 
development of nonmelanoma skin cancer (NMSC) 
(basal and squamous cell carcinoma); sunburn; pig- 
mentary and texture changes in skin, which are 
commonly called actinic damage or skin aging; and 
the risk of malignant melanoma. Epidemiologic evi- 
dence, animal studies, and in vitro experiments 
suggest that ultraviolet (UV) radiation is responsible 
for many of the harmful effects of sun exposure on 

the skin and eyes, and on immune function.' 
The relationship between UV exposure and the 
“risk of NMSC has been quantified? Experimental 
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studies in animals and analyses of the action spec- 


trum for UV-induced DNA damage indicate that the _ 


midband (UV-B or sunburn) spectrum of UV emitted 


from the sun is primarily responsible for its carcino- 
genic effect.” Exposure to UV-B is also principally _ 


responsible for sunburn.’ Epidemiologic studies indi- 
cate that more than 90% of basal and squamous cell: 
cancers can be attributed to exposure to UV-B.) 
A variety of colorless sunscreens can block most: 
UV-B from reaching the germative layer of thei 
epidermis and the chromophore for erythema.’ The 
effectiveness of these sunscreens in reducing sun- _ 
burn in humans is well established.’ . 
Animal studies also demonstrate that these agents _ 
reduce the risk of UV-B-induced skin tumors.’ 
Tumor risk reduction observed in animals is corre- 
lated with the effectiveness with which a sunscreen 
absorbs UV-B radiation.” : 
A grading system, called sun protective factor 


(SPF), is used to quantify the degree of erythema | | 


reduction afforded by a given sunscreen’s use in 
humans.’ The SPF is the ratio of the dose of UV 
radiation delivered in a spectral power distribution, 


similar to that of the sun, required to produce .__ : : 


minimal pinkness, assessed 24 hours after exposure | 


in skin covered by a sunscreen, to the dose of UV =: 


radiation required to produce similar pinkness in 
unprotected skin. Many sunscreens with SPF values. 
of at least 15 are currently available. While SPF is: 
determined in laboratory settings, the actual protec- 
tive factors a given agent provides in daily use vary 
with the frequency and thickness of application, 
perspiration, and exposure to water.’ 

In addition to causing sunburn and NMSC, there’ is 
substantial evidence that cumulative UV-B exposure. 


is an important determinant of sun-related actinic — 


degeneration, or aging, of the skin." Animal studies 
indicate that the sunscreens that contain para- _ 
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— aminobenzoic acid (PABA) and its esters (and, in 
some cases, cinnamates) can reduce clinical and 
histologic changes of solar degeneration.’ These 
- findings suggest that sun avoidance and sunscreen 
use in humans should reduce the risk of NMSC and 
-retard actinic degeneration. 

In spite of the apparent benefits of sunscreen use, 
‘we believe that encouraging sunscreen use during 
childhood and adolescence has not received the 
‘attention it deserves as part of preventive health 
-- care. For example, the American Academy of Pediat- 
- ries’ guidelines for health supervision do not include 
-sun protection as a topic for anticipatory guid- 
ance.” 

- Using a mathematical model based on epidemio- 
logic data, we have quantified the potential long- 
term health benefits of sunscreen use during child- 
<-> hood .and adolescence. Based on this model, we 
-= estimate the risk of basal and squamous cell carcino- 
“ma (to ages 55 and 85 years), and predict the 
«reduction in risk that could be achieved if sunscreens 
were used in childhood and adolescence. We calculate 
the lifetime risk and reduction in risk that can be 
achieved with sunscreen use for a variety of sun 
-exposure behavior patterns in childhood and adult 
life, for different strategies of sunscreen use, and for 
‘three geographic areas of the United States with 
different levels of UV-B insolation. We have also 
- performed a sensitivity analysis that tests the stabil- 
` ity. of predicted benefits of sunscreen use while 

varying key assumptions, and a cost-effectiveness 
“analysis that relates the costs of sunscreen use to the 
reduction in cancer incidence.” 


METHODS 
Basic Assumption 


The basic assumption that underlies this analysis is that 
reducing exposure to UV-B will reduce the risk of NMSC. 
Epidemiologic data and animal studies indicate that risks 
“of basal and squamous cell carcinoma are related to 
cumulative exposure to UV-B" Ultraviolet-B is a muta- 
gen.”” The action spectrum for mutagenesis, and, presum- 
— abiy, carcinogenesis, conforms to the absorption spectra 
. for DNA. The action spectra of erythema production and 

“skin tumor production are different, with shorter wave- 
lengths being relatively more efficient in causing DNA 
‘damage (and, presumably, cancer) than erythema’ (Fig 1). 
In the United States, the most commonly used sunblocks 
- with SPFs of 15 or greater contain PABA, a PABA ester, 

“and often a cinnamate. The absorption spectra of a typical 
SPF-15 is also provided in Fig 1. Given the action spectra 
for erythema and DNA damage, and this agent’s absorp- 
-tion spectrum, sunscreens of this type should reduce DNA 
damage, and, presumably, the cumulative carcinogenic 
< burden from sunlight, to at least as great a degree as the 
protection these agents provide against sunburn. Experi- 
mental evidence supports this hypothesis. Sunscreens 
< reduce cutaneous tumor risk in animals exposed to 
UV-B" 

Two epidemiologic studies have related total dose of 
UV-B (weighted by the erythema action spectrum [Fig 1) 
to age- and sex-specific incidence rates for NMSC at a 
variety of locations in the United States. Results from 
both these studies indicate that the age-specific and life- 
_ time incidences of NMSC are functions of both cumulative 
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Fig 1.—Relative effectiveness of ultraviolet (UV) radiation for 
erythema, DNA damage, and DNA damage after adjusting for 
absorption of solar UV-B by epidermis (DNA + skin transmis- 
sion of UV radiation), and absorbance of sun protective 
factor- 15 sunscreen. 


exposure to UV-B and a person’s age.*””’ While estimates 
of the exact relationship of cumulative UV-B dose to risk 
derived from these data vary with the mathematical model 
used, the epidemiologic studies we reviewed all suggest 
that increase in the risk of NMSC with increasing cumula- 
tive exposure is more than proportional to the increase in 
exposure.’ This means that a 50% increase in cumula- 
tive exposure to UV-B up to a given age would increase the 
individual’s risk of developing an NMSC in that year by 
more than 50%. Animal data also suggest that skin cancer 
risk increases more than linearly with cumulative expo- 
sure to UV-B. Evidence regarding specific mathematical 
forms of the dose-response function, and the assumptions 
used in our analysis, are described in the following sec- 
tions. 


Dose-Response Relations 


The more recent of the two major epidemiologic studies 
of the relationship between NMSC incidence, UV-B dose, 
and age provided the basic dose-response model for our 
calculations.’ Analyses of data from that study’ and its 
predecessor” suggested that incidence is proportional to a 
power of UV-B dose multiplied by a power of age, as 
formulated in the equation (where K is an unknown 
coefficient): 


Incidence = K(Dose y(Age)z 


Estimates of the exponents by weighted least-squares 
regression were c=1.9, «=3.7 for male, and c= 1.5, 
x 3.0 for female subjects,’ thus corroborating the 
hypothesis that risk is more than proportional to cumula- 
tive dose (proportionality would have been reflected in 
estimates of c= 1 and x= 1). 

The dose-response model in the equation may be used to 
predict the incidence of skin cancer over time, provided 
that the dosage of UV-B received throughout life is con- 
stant. This model, as it stands, is too simplistic to predict 
how incidence would be affected by age-dependent changes 
in annual UV-B exposure. Different levels of exposure to 
sunlight during various stages of life, or different levels of 
sunscreen use in childhood and adult life, would result in 
such variations in annual exposure. Since our objective. is 
to estimate the beneficial effects of sunscreen use during 
childhood and adolescence (eg, up to the age of 18 years), 
we developed a model that. can be sensitive to age- 
dependent. dose patterns. Such.a model can be derived by 
applying a mechanistic interpretation to the mathematical 
model of the equation: the multistage model of earcinogen- 
esis. 
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Stage 1 


Multistage Model of Carcinogenesis 


It has been demonstrated that a multistage process of 
tumor formation gives rise to a dose-response relationship 
of the type given by the equation.” In such a multistage 
process (Fig 2), there are n stages, the last of which is the 
development of a clinically detectable tumor. Transitions 
between stages are governed by transition rates. Some of 
these transition rates are independent of dose, and others 
are proportional to dose. If, of the stages, m are 
dose-dependent, then tumor incidence is given by the 
equation, with c = m and x = n — 1. Thus, for example, a 
five-stage process with two dose-dependent stages would 
‘give rise to the model, 


Incidence  K(Dose)( Age)" 


Because the numbers of total and dose-dependent stages 
must be whole numbers, the exponents of the model 
a (equation) must also be whole numbers. We infer from the 
- estimated model parameters reported above that the pro- 

“eess consists of two dose-dependent stages for both male 
and female subjects (c = 2) and a total of five stages for 
male (x= 4) and four for female subjects (x = 3). In a 
‘sensitivity analysis, we varied these parameters over the 
confidence bands supported by the epidemiologic data. 

Using the multistage model, it is possible to extend the 
mathematical model of the equation to situations in which 
dose is not constant throughout life but, instead, is con- 
stant within discrete age intervals (eg, up to age 18 years, 
or after age 18 years).” The equations are complicated, but 

— result in risk estimates that depend on the dosages during 
each age interval. 

The equations for risk as a function of dose are also 
determined by which of the stages are dose dependent. If 
early stages are dose dependent, then the influence of dose 
— early in life on cancer incidence would be greater than if 
— only late stages are dose dependent. Therefore, our model 





_ requires additional assumptions as to which of the transi- 
tion rates—early, late, or a mixture of both—are dose 


dependent. 

“Young mice are more susceptible to UV-B-induced skin 
tumors than are older animals.” Although the durations of 
radiation were relatively short, Forbes and his co-work- 
ers" have shown that for a constant total lifetime dose 
administered as high or low daily doses, when high doses 
of UV-B were administered first, more skin tumors 
resulted than if the same high daily doses followed the low 
daily dose period. The data reported by de Gruijl et al’ are 
consistent. with the existence of a dose-dependent early 

“initiation stage. These observations suggest that for a 
multistage model that includes some dose-dependent 
> stages, at least one of the dose-dependent stages is likely to 
“be an. early stage, 577 the first stage. Under that 
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Fig 2.—Multistage model of carcinogenesis. 
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assumption, childhood exposure to UV-B would determine: 
the rate of transition from stage 1 to stage 2 (Fig 2). 

In our principle analysis, we assume that of the two 
dose-dependent stages, one is an early stage (the first) and 
the other is a late stage (the next to last). If, in fact, only: 
early stages are dose dependent, we will have underesti- 
mated the beneficial effects of sunscreen use early in life. 

In the sensitivity analyses, we tested the alternative . 
assumptions that both dose-dependent stages were (1) 
early stages or (2) late stages in the carcinogenic pro- 
cess. 


Individual and Age-Dependent 
Patterns of UV-B Exposure 


Our analysis assumes that exposure to UV-B follows the 
age-dependent pattern illustrated in Fig 3. To simplify, we 
divide life into two intervals, “childhood” and “adulthood.” 
In our baseline analysis, the boundary is age 18 years, but - 
divisions at ages 4, 12, and 20 years were also evaluated. - 
After this age, the adult UV-B dose is presumed constant: 
(at some level, d, that may vary from individual to 
individual). Prior to this age, the childhood dose is also 
constant, but at a different level from the adult dose. The © 
childhood dose differs from the adult dose by two factors. 
as follows: a factor relating the frequency and duration of 
sun exposure during the two phases of life, which we define 
below as the sun affinity ratio (SAR), and a factor re- 
lating to childhood use of sunscreens, the sun protection: 
factor. : 

Individual Factors.— Mathematical models that relate 
UV-B dose to skin cancer incidence have been based largely 
on exposure to the sun for a geographic site, rather than 
the actual exposure received by persons who do or do not 
develop tumors.””” Exact quantification of an individual’s: 
cumulative exposure to UV-B is made difficult both by the 
uncertainties inherent in recalling habits of many years in 
the past, and by the wide variation in effective dose with 
season of the year and time of day. For example, one hour 
of summer exposure in Seattle at noon produces more than ; 
seven times the DNA damage caused by one hour’s expo- 
sure at noon during a clear winter day.” For temperate and 
northern latitudes, the higher UV-B flux, warmer temper- 
atures, and more leisure time in summer mean that most.’ 
of a person’s exposure to UV-B occurs during this season. 
For purposes of our risk assessments, we evaluated risks 
for persons living in each of three cities corresponding to 
northern (Seattle), central (San Francisco), and southern 
(Albuquerque) latitudes of the continental United States: = 
The erythemally weighted UV-B flux in these cities are — 
approximately in the ratios 1:1.5:2, respectively? — 

Sun Affinity and SAR.—Personal preferences about sun 
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TİşpF x SAR Xd 


Fig 3.—Age pattern of ultraviolet-B exposure. SPF indicates 
sun protective factor; SAR, sun affinity ratio; and d, dose. 


exposure and the availability of leisure time, both of which 


°° are likely to vary over an individual’s life, are strong 


determinants of an individual’s cumulative exposure to 
UV-B radiation. Since variation in UV-B exposure reflects 
both occupational obligations and individual preferences, 


we believe annual UV-B exposure is likely to vary more 


among adults than among children. For example, the 
outdoor worker who also has outdoor hobbies, such as 
fishing, is likely to receive many times greater total UV-B 
exposure than the office worker who does not seek sun 
- exposure on weekends. Although children’s preferences for 
> outdoor. activity and sun-seeking vary, most children’s 
summertime activities involve at least some sun exposure. 
This suggests that the ratio of annual UV-B exposure for 


— gün-seeking adults, compared with that for sun-averse 


adults, is higher than the comparable ratio for children. 
For our analysis, we have assumed that, each year, a 
‘sun-seeking adult would receive nine times more UV-B 
“exposure than a sun-averse adult. An adult with an 
average sun affinity would receive an intermediate level, 
- de, three times the UV-B exposure of a sun-averse adult, 
and a third that of a sun-seeker. For children, we have 
assumed that a sun-seeking child would receive twice the 
sun exposure of a sun-averse child, and that the average 
child would receive 1.5 times the annual UV-B exposure of 
the sun-averse child. In general, many more summer days 
- are available to children than to adults for sun exposure, 
and children’s activities are likely to have more exposure 
to the midday sun than are those of adults. For these 
reasons, we estimate that the average child receives three 
times the annual UV-B dose of the average adult. 
Because the beneficial effects of childhood sunscreen use 
are, in part, a function of the proportion of total UV-B 
` exposure during childhood, we have presented our esti- 
-mates of the protective effect of childhood sunscreen use 
for different patterns of childhood and adult sun-seeking 
behavior. Table 1 shows the SAR, which relates childhood 
“sun-seeking behavior to anticipated adult sun-seeking 
behavior. Sun affinity ratios are presented for the three 
levels of childhood and adult sun-seeking behaviors 
described above. Using the SAR, the relative reduction in 
NMSC risk associated with sunscreens during childhood 
can be calculated for people with varying sun exposure 
patterns. as children and adults. For example, an average 
sun. seeker: as a child who becomes a sun avoider (eg, an 
indoor worker who develops stamp collecting as a hobby) 
would have a high SAR, equal to 9 (Table 1). In contrast, a 
sun-averse child who becomes a commercial fisherman 
(high adult sun affinity) would have relatively greater sun 
exposure each summer as an adult than in childhood, 
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Table 1.—Sun Affinity Ratios (SAR) Used 
in the Analysis of Skin-Cancer Risk” 


Adult Sun Affinity 
———————————-—. 
Child Sun Affinity Lovt Average Hight 
Low§ 
Average 


High! 


*An average child is assumed to have three times the annual sun 
exposure of an average adult. 

TOne-third times average. 

$Three times average; nine times low. 

§Two-thirds times average. 

İlOne and one-third times average; two times low. 











expressed in our analysis as a low SAR, equal to 0.67 (Ta- 
ble 1). 


Sunscreen Use 


We evaluated the effects of sunscreen use in childhood at 
two levels. The most aggressive intervention considered 
was application of sunscreens with a diligence that would 
achieve half the theoretical protection of an SPF-15 sun- 
screen, that is, an effective SPF of 7.5. This lower effective 
SPF is a result of thinner application of sunscreen in usual 
use conditions than in test conditions, and loss due to 
swimming and perspiration. A more conservative scenario 
would result in an effective sun protection factor of 2.0. 


Estimation of Risk Functions 


Using our major source of epidemiologic data," we 
estimated the coefficients of the incidence functions for 
the equation for male and female subjects using fixed- 
integer exponents and assuming that the study population 
had been exposed to UV-B according to an average sun 
affinity ratio and without substantial sunscreen protec- 
tion. The method used was weighted least-squares regres- 
sion. We calculated the expected number of NMSCs by 
summing the risk function over all ages weighted by the 
probability of surviving to each age. 


Costs of Sunscreen Use 


Ninety percent of basal and squamous cell cancers occur 
on the face, ears, neck, and upper extremities. In calculat- 
ing the cost of reducing cancer risk, we assume that 
sunscreen use intended to prevent cancer is limited to 
these areas, and use on other areas of the body is justified 
only by sunscreens’ more immediate benefit, the preven- 
tion of sunburn. In all cost and cost-effectiveness caleula- 
tions, all future costs and incident cases were discounted to 
present value at age 18 years, using a real (inflation- 
corrected) discount rate of 5%. 

We used the suggested retail price for the best selling 
SPF-15 sunscreen, the recommended application quantity, 
and standard body area tables to calculate costs. We 
estimate that applying sunscreen 50 times each summer, 
from birth to age 18 years, to the body areas where 90% of 
tumors occur will likely afford at least the average SPF 
(7.5) we assume in our analysis for the child with average 
sun-seeking affinity in the northern United States and 
would cost $310. In southern parts of the country, or for the 
child with greater sun affinity, more applications, and 
hence, higher costs, would be needed to maintain this 
protection level, but the number of tumors prevented 
would be higher. 
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Table 2.—Estimated Number of Nonmelanoma 
Skin Cancers * 









Adult Sun Affinity, Adult Sun Affinity, 
Men Women 
EEvvVvv VU —————— tt amet 
Low Average High Low Average High 


Cancers to Age 55 yr 














Child sun 





































affinity 

Low 1,614 4,545 15,058 1,655 4,174 13,699 
Average 2,629 6,884 21,244 2,883 6,501 19,195 
High 3,794 9,376 26,999 4,392 9,114 24,434 

Cancers to Age 85 yr 

Child. sun 

affinity 

Low 6,568 21,364 83,618 5,885 17,981 70,007 
Average 10,032 30,730 110,212 9,407 26,239 92,040 
High 13,738 40,343 134,598 13,424 35,002 112,499 





“Reflects skin cancers occurring prior to 55 years of age per 
100,000 persons living in a midlatitude US location (San Francisco). 
Numbers may exceed 100,000 because of multiple tumors per per- 
son. 


Table 3.—Estimated Number of Nonmelanoma Skin 
Cancers Occurring Prior to Age 55 or 85 Years per 
100,000 Parsons With Average Sun Affinity in 
Three US Cities’ 


Seattle San Francisco Albuquerque 








To age 55 yr 
Men 2,080 


Women 2,908 


To-age 85 yr 
Men 13,748 


Women 11,739 


6,884 
6,501 


11,717 
11,065 








30,730 
26,239 


52,305 
44,661 





"No. sunscreen protection was utilized. Numbers may exceed 
100,000 because of multiple tumors per person. 


RESULTS 
Lifetime Risk of Nonmelanoma 
Skin Cancer Without Sunscreen Use 


The expected numbers of NMSCs per 100,000 male 
and female residents of a midlatitude US city (San 
Francisco), for each of our nine sun exposure pat- 
terns, and without significant sunscreen use, are 
shown in Table 2. Results are shown for the expected 
- number of cancers occurring up to age 55 years, and 

up to age 85 years. 

We find that a population of 100,000 men with an 
average sun affinity ratio (average sun affinity both 
as an adult and as a child) would experience 6,884 
NMSCs to the age of 55 years, and 30,730 NMSCs to 
the age of 85 years. The corresponding figures for 
women are 6,501 and 26,239, respectively. Men with 
high sun affinity throughout life would expect to 
experience 26,999 cancers per 100,000 prior to age 55 
years; men with low sun affinity would experience 
1,614 cancers per 100,000 prior to age 55 years. 

The effect of latitude on skin cancer risk is shown 
in Table 3, which gives the estimated numbers of 
NMSCs per 100,000 unprotected persons of average 

“sun affinity at our three index cities. The NMSC risk 
up.to age 85 years ranges from 11,739 NMSCs per 
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Table 4.—Estimated Percent Reduction in 
Nonmelanoma Skin Cancer Incidence 
Achievable by Sunscreen Use to Age 18 Years 








Effective 










SPFt 1 3 9 1 3 9 
Reduction in Incidence to Age 55 yr 
2.0 44 50 56 43 52 60 












7.5 75 84 88 72 84 91 


Reduction in incidence to Age 85 yr 
2.0 36 45 51 36 46 54 


7.5 63 78 85 62 78 86 



























* Sun affinity ratio (SAR): Ratio of annual sun exposure prior to age. 
18 years to annual exposure after age 18 years. 

TEffective sun protection factor (SPF): Ratio of amount of sun 
exposure producing given level of skin damage with sunscreen use to 
amount of sun exposure producing same level of skin damage without 
sunscreen use. An SPF-15 product regularly applied under usual 
conditions is assumed to result in an effective SPF of 7.5. 


100,000 women in Seattle to 52,305 NMSCs. per 
100,000 men in Albuquerque. Not shown in Table 3 is 
that sun-seeking men in Albuquerque would experi- 
ence, on the average, 2.29 skin NMSCs per capita up 
to the age of 85 years. The ratio of estimated number 
of NMSCs for one latitude relative to another.is the 
same when individuals with the same SAR are 
compared. 


Risk Reduction With Sunscreen Use 


Our major purpose was to calculate the reduction 
in NMSC risk that could be achieved by use of 
sunscreens during childhood and adolescence. The 
fractional reductions in risk with sunscreen use to 
age 18 years at an effective SPF of 7.5 and 2 are 
shown in Table 4. Table 1 shows results for persons 
with SARs ranging from 1 (equally sun-seeking as a 
child and adult) to 9 (nine times as sun-seeking as ‘a 
child than as an adult), for both sexes, and with 
NMSC cumulative incidence up to ages 55 years and 
85 years as the end points. 

Persons with average SARs (SAR = 3), who 
achieve an effective SPF of 7.5, can expect to reduce . 
their risk of having an NMSC before age 55 years by 
84%. Persons who are sun-seeking as children. and 
sun-avoiding as adults (SAR = 9) could achieve even 
higher fractional risk reductions (88% for men, 91% 
for women). Persons who receive equal exposure 
during childhood and adulthood (SAR = 1). can 
reduce their risk by 72% to 75%. Even with sun- 
screen use sufficient to achieve only an effective SPF 
of 2, fractional risk reductions range from 48%. to 
44% to 56% to 60%, depending on an individual's 
SAR. 

Fractional reductions in NMSC incidence to age 85 
years are slightly smaller because childhood use of 
sunscreens delays the appearance of some NMSCs 
from earlier to later years of life. Still, fractional 
reductions range from 62% to 86% (central estimate, 
78% ) if an effective SPF of 7.5 is achieved, and from 
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Females 
Early Stages e---e 
Early + Late Stages e—e 


Late Stages e 


Fractional Reduction in Skin Cancer, % 





Sun Affinity Ratio 
Fig 4.—Effect of assumed dose-dependent stages of carcino- 
genesis on estimated fractional reduction in risk of nonmelano- 
ma skin cancer up to age 85 years. 


36% to 54% if only an effective SPF of 2 is achieved 
as a result of childhood sunscreen use. 

Under our model, the fractional reductions in risk 
do not depend on the absolute level of unprotected 
risk, as determined by variables such as latitude or 
skin type. Thus, a resident of Albuquerque, whose 
baseline risk is four times that of a resident of 
Seattle (Table 3), would achieve four times the 
absolute reduction in risk as his or her Seattle 
counterpart, but an equal relative risk reduction. 


Sensitivity Analyses 


In addition to those variables already mentioned 
(eg, SAR, effective SPF), we also considered in our 
sensitivity analyses the stages of the carcinogenic 
process assumed to be dose dependent, the number of 
stages, and the age at which regular sunscreen use 
(and the exposure pattern of childhood) is presumed 
to end. 

As noted above, our central assumption is that the 
stages of carcinogenesis affected by UV-B exposure 
include an early stage and a late stage. However, 
both dose-dependent stages could be either early or 
late stages. The effects of these two alternative 
assumptions on fractional risk reduction (up to age 
55 years) are shown in Fig 4. Note that, even if only 
late stages are dose dependent, a man with an 
average SAR (SAR = 8) can still expect to achieve a 
44% reduction in risk with regular childhood sun- 
screen use. A woman with a similar sun exposure 
pattern can achieve a 70% reduction. In a separate 
sensitivity analysis, we also varied the assumed 
number of stages in the model. No important differ- 
ences in results were found. 

The effects of varying the age at which childhood 
sunscreen use and exposure patterns end and adult 
sunscreen use and exposure patterns begin are 
shown in Table 5. Fractional reductions in NMSC 
risk, for an average sun exposure pattern (SAR = 3) 
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Table 5.—Estimated Percent Reductions in 
Nonmelanoma: Skin Cancer Incidence 
(up to Age 55 Years) Achievable by Sunscreen Use* 


Sunscreen Use to Age, yr” 


4 12 


49.8 76.5 83.7 85.4 
46.1 75.8 83.9 85.9 








"Data assume effective sun protection factor of 7.5 and apply to 
persons with a child-to-adult sun affinity ratio of 3.0. 


and with an effective SPF of 7.5, range from 46% to 
50% if sunscreens are used only to age 4 years, to 
98% if sunscreens are used for life. Regular sun- 
screen use even by infants and toddlers can have a 
dramatic effect on NMSC incidence. 


Cost-Effectiveness 


At the latitude of San Francisco, assuming 50 
applications per year, the cost per NMSC prevented 
by applying sunscreens to the face, ears, neck, and 
upper extremities would be $9,778 for men and 
$10,654 for women. In this calculation, both costs and 
tumors prevented were calculated as present values 
at age 18 years. These ratios would be lower if future 
tumors prevented were not discounted. These figures 
assume that an effective sun protection factor of 7.5 
would be achieved up to age 18 years. Despite higher 
costs entailed by the need for more frequent applica- 
tions, the cost per NMSC averted would be lower at 
southern US latitudes. 


COMMENT 


Our study reemphasizes the frequency of NMSC in 
white Americans, and the importance of these 
tumors as a public health problem. Using epidemio- 
logic data with a multistage model of NMSC risk, we 
estimate that for an individual with average sun- 
seeking habits, regular use of a UV-B-absorbing 
sunscreen with an effective sun protective factor of 
7.5 for the first 18 years of life would reduce the 
cumulative incidence of NMSCs to ages 55 and 85 
years, respectively, by more than 75%. The more sun 
seeking an individual is during childhood compared 
with adult life, the greater will be the percentage 
reduction in risk. For the individual with an average 
SAR, our model predicts that for use of a sunscreen 
with a biologic effectiveness only equal to an SPF of 
2 for 18 years, the expected number of NMSCs to age 
55 years is decreased by half. 

We chose SPFs of 7.5 and 2 for our analysis. These 
SPFs are low compared with the often-advertised 
SPFs, which reflect a sunscreen’s ability to reduce 
erythema in laboratory situations. In everyday use, 
thinner application, perspiration, and water immer- 
sion are all likely to reduce the actual SPF an 
individual achieves relative to the sunscreen’s adver- 
tised SPF. 

A small fraction of NMSCs, almost certainly less 
than a tenth, occur independent of sun exposure. 
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Clearly, sunscreen use would not reduce the risk of 
NMSC not related to UV-B exposure. 


Other Benefits of Sunscreen Use 


Of course, sunscreens also reduce the chances of 
developing painful sunburns. For many people, this 
benefit alone may justify sunscreen costs. Sun- 
screens should also retard the pace of skin aging, but 
the extent of this benefit is not well quantified. More 
speculative benefits of sunscreen use in childhood 
include reducing melanoma risk and reducing the 
adverse immunologic alterations that have been 
attributed to UV-B exposure. 

The role of sunlight as a risk factor in the develop- 
ment of malignant melanoma is controversial, and 
the action spectrum for any such effect is unknown.” 
Occasional severe sunburns, such as those fair- 
skinned people suffer during holidays, may be a risk 
factor for the development of melanoma.” If severe 
sunburn contributes to melanoma risk, sunblocking 
agents that prevent sunburn may well reduce this 
risk. One study from Australia also suggests that 
early exposure to sunlight is an important risk factor 
for malignant melanoma.” If UV-B, in part, contrib- 
utes to the risk associated with childhood sunlight 
exposure, childhood use of sunscreens could reduce 
melanoma risk. 

A UV-B-blocking sunscreen with absorption prop- 
erties similar to that in Fig 1 reduces the morpholog- 
- ic and histologie changes associated with skin aging 
in animals expesed to UV-B sources that simulate 
<- gun exposure.” The relative importance of child- 
hood and adult sun exposure for the development of 
= these changes is not well established, but sunscreen 
use in childhood should slow the pace of skin 
aging. 

Animal studies also suggest that UV-B exposure 
may be associated with the higher risk of noncuta- 
neous cancers.” The mechanism for such effects, and 
the relevance of these findings to humans, has not 
been established. The effect of UV-B on the immune 
system might explain these observations.” 


Risks and Costs of Sunscreen Use 


The benefits of sunscreen use attributed to their 


= UV-B-blocking effects must be balanced against 


these agents’ cost and potential risk. Acute side 
‘effects of PABA sunscreens are limited and revers- 
ible.’ While in vitro studies suggest that PABA may 
be mutagenic, animal studies uniformly indicate that 
the potential cancer risk from sunscreen use is, at 
most, a small fraction of the reduction in cancer 
achieved as a result of these compounds’ UV-B- 
blocking effects.» The relevance of the mutagenic 
potential of PABA-containing sunscreens in actual 
human use may be limited by their relatively poor 
penetration. Only 2% of a PABA ester sunscreen 
applied to excised human skin reaches the prolifera- 
tive layer of the epidermis.” 
Sunscreen use entails other risks and costs. These 


— Include the inconvenience of application, staining of 


clothes, occasicnal irritation, and, less frequently, 
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allergic reactions to the sunblocking agent or its 
vehicle." 


Other Factors Reducing Sunscreen Benefits 


Exposure to UV-B causes changes in the skin that 
help protect the skin against damage from subse- 
quent UV-B exposure. This adaptive phenomenon 
includes UV-B-induced pigmentation (tanning), and 
thickening of the stratum corneum, which decreases. 
UV-B transmission.” This process is known as accli- 


matization. The protection that a series of UV-B 
exposures, and, also, probably longer wavelength 


UV-A, confers against subsequent UV-B exposures 
varies greatly with the capacity to tan.* For whites 
who do not tan well, pigmentation provides only 
limited protection. Even if a sunscreen blocks most 
UV-B radiation, tanning can occur.” Therefore, 
while sunscreens’ diminution of the tanning 
response may reduce their benefits, the magnitude of 
this reduction is probably limited. 

One means of estimating the reduction in UV- 
B-induced protection that occurs when sunscreens 
are used is to consider the degree of natural acelima- 
tization as measured in a large population. The 
difference between summertime and wintertime 
minimal erythemal dose, an indirect measure of 
acclimatization, is approximately 2076.” Because of 
the supralinear dose-response relationship, a reduc- 
tion in a sunscreen’s effective SPF of this magnitude 
(eg, 7.5 to 6) would not substantially diminish the 
risk reduction that accompanies sunscreen use. 

While those who use sunscreens can tan without 
sunburning, this ability varies with skin type. People 
who tan poorly and who use UV-B-blocking sun- 
screens will require the greatest increase in total 
hours of sun exposure to achieve a tan.“ Slow tan- 
ning resulting from sunscreen use may encourage — 
longer periods of sun exposure. Given the high | 
absorption of UV-A that SPF-15 sunscreens afford, 
any such increase in sun exposure will only slightly- 
increase the absorbed dose of UV-B, but may sub- 
stantially increase the absorbed dose of long-wave 
UV radiation (320 to 400 nm of UV-A). Most. sun- 
screens do not block these longer wavelengths effi- 
ciently. The carcinogenic effect of UV-A exposures 
that could be achieved with even maximum sun expo- 
sure in temperate climates is small; UV-A alone has 
only 0.02% the carcinogenic potency of midrange 
UV-B.* Exposure to UV-A radiation may have other 
harmful effects, especially accelerated skin aging.“” 


Individual Susceptibility 


For a given level of UV-B exposure, people who 
burn easily and tan poorly are more likely to develop 
NMSC than those who can tolerate substantial sun 
exposure without burning and who tan well. Clinical 
data and experience have said that the person who 
burns easily and does not tan, the so-called “Celtie” 


or skin type I person, has the highest risk of NMSC 


and shows the most skin aging for a given level of 
cumulative lifetime exposure to sunlight.” The- 
extraordinarily high NMSC rates observed among 
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Australians of Celtic origin, compared with Celts 
who remain in the British Isles, is dramatic evidence 
of this group’s special susceptibility.” The magnitude 
of the increased risk of NMSC for a given cumulative 
exposure to UV-B associated with easy burning or 
less ability to tan (skin types I and II) is not as 
clearly established. One difficulty in quantifying this 
risk is confounding between total exposure and ease 
‘of burning. Those who burn easily and tan poorly are 
-less likely to expose themselves to midday sunlight, 
and more likely to use sunscreen prevention, than 
7 those who do not burn.” Studies which attempted to 

- control for exposure level suggest that those who 
‘burn easily (skin types I and II) have from two to 
-four times higher risk of developing NMSC than 
—— those who do not burn easily (skin types III and 

: TV). 

‘For persons with a given sun affinity ratio, the 
proportional reduction in risk afforded by early 
sunscreen use (Table 4) should be independent of 
factors that may predispose a person to developing 
NMSC. The absolute risk reduction will depend, 
however, on both a person’s exposure to the sun and 
his innate susceptibility to NMSC. For example, if we 
assume a fourth of the male population of Seattle to 
be of skin types I or II and the remaining three- 
fourths to be of types III and IV, and we assume that 
the incidence of UV-B-related NMSC among types I 
and İl is three times that for types III and IV, then, 
for average sun seekers, the expected number of 
tumors to age 55 years per 100,000 people with types I 
and II would equal 6,160, while the comparable 


~ number for skin types ITI and IV would be only 2,053. 


Childhood sunscreen use would reduce the risk of 
NMSC to age 55 years to 985 for skin types I and II, 
and to 328 for skin types III and IV. Paradoxically, 
persons who tan well can use more potent UV-B 
sunscreens and still achieve a desired level of tan- 
ning without greatly increasing their exposure to 
sunlight. Persons who burn easily and tan slowly 
who use a sunscreen that blocks all UV-B require 
much longer UV-A exposure to achieve a tan.“ 


Current Sunscreen Use 


Only limited data are available about sunscreen 
use during childhood and adolescence. A May 1985 
survey at the Adolescent Clinic of the Children’s 
Hospital Medical Center in Boston indicates that 
nearly two-thirds of white patients used a sunblock 
or sunscreen at some time, but that only one of seven 
— always used such an agent (S. Jean Emans, MD, 
written communication June 1985). Further, only one 
of 72 adolescents surveyed specified the sun protec- 
tive factor of the agents used. Among the agents 


1. Causes and Effects of Stratospheric Ozone Reduction: An 
Update. A report prepared by the Committee on Chemistry and 
o Physics of Ozone Depletion and the Committee on Biological 
Effects of Increased Solar Ultraviolet Radiation. Washington, DC, 
National Academy Press, 1982. 

2. Fears TR, Scotto J: Estimating increases in skin cancer 
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mentioned by adolescents as sunscreens or sun- 
blocks, some were emollients and not true sun- 
screens. Among respondents who seldom or never 
used sunblocks, the most frequent reason was the 
desire to tan (20%). Only 9% of those surveyed 
indicated they rarely spent time in the sun. A survey 
conducted in a dermatology and medical clinic sug- 
gests that regular sunscreen use and knowledge 
about sunscreens is also limited among adults. For 
example, a third of respondents used sunscreens to 
promote tanning.” Currently, it appears that chil- 
dren use high SPF sunscreens infrequently. 


Recommendations 


Our findings suggest that suncreen use during 
childhood and adolescence could substantially lower 
the risk of basal and squamous cell skin cancer, and 
may also provide other health benefits. Pediatricians 
and parents should encourage children and adoles- 
cents to limit their exposure to sunlight and, when 
exposed, to use sunscreens. 

Our data clearly suggest that encouraging sun- 
screen use and sun avoidance should be a regular 
part of pediatric preventive health care. This is most 
important in fair-skinned people who burn easily, 
and are at greatest risk for the development of skin 
tumors, and for those who either in childhood or as 
adults are likely to be sun seekers. When advising a 
patient who burns easily and tans poorly (skin types 
I and II), physicians, nurses, and parents should 
emphasize that if sunscreens are used as a means to 
increase total hours of exposure to sunlight, or to 
encourage use of a tanning salon to achieve a tan 
that sunburn would otherwise restrict, such behavior 
will reduce the sunscreen’s beneficial effects and 
could accelerate the pace of actinic damage. If chil- 
dren begin to use sunscreens early in life, they can 
achieve more than a 60% reduction in their lifetime 
risk of NMSC simply by applying an SPF-15 sun- 
screen to their face, neck, upper chest, and arms each 
summer day for the first 18 years of life. Recom- 
mending to parents and adolescents that this be done 
would seem a reasonable part of preventive care, 
and, we believe, should be added to the “anticipatory 
guidance” now recommended by the American Acad- 
emy of Pediatrics’ Guidelines for Health Supervi- 
sion.” 


We wish to thank the Johnson & Johnson Company for its 
support of this study. We also wish to thank Barbara Gilchrest, 
MD, Steven Lagakos, MD, P. Donald Forbes, MD, Marshall Becker, 
MD, S. Jean Emans, MD, Roger Hart, MD, and Robert Rock for 
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Punch Biopsy Wounds Treated With 
Monsel’s Solution or a Collagen Matrix 


A Comparison of Healing 


Robert B. Armstrong, MD; Joseph Nichols, PhD; James Pachance, PhD 


ə Adjacent punch biopsy wounds in 20 subjects were 
treated with a collagen matrix or Monsel’s solution. Both 
techniques were easy to use and were hemostatically 
effective. The collagen matrix produced less inflamma- 
tion, had a lower incidence of wound infection, was 
associated with a faster reepithelialization rate, and 
healed with a modestly better appearance at four weeks 
than did Monsel’s solution. 

{Arch Dermatol 1986; 122:546-549) 


A variety of materials have been evaluated for 
their ability to promote wound healing, reduce 
scarring, or both.’ Collagen is prominent among 
natural materials used for these purposes because it 
aids hemostasis, is biocompatible, and promotes 
wound healing.” 

We undertook the study reported herein to com- 
pare the effect of treating punch biopsy wounds with 
either a collagen matrix or, as a control, Monsel’s 
. solution (ferric subsulfate). Monsel’s solution is used 
clinically to promote hemostasis but not to enhance 
wound healing. We specifically assessed the hemo- 
static effect, time required for wound healing, and 
several aspects of the cosmetic appearance of the two 
wound sites. 


MATERIALS AND METHODS 


We explained the experimental purpose, design, and 
reasonably anticipated risks of the study to participants. 
Twenty subjects participated after giving informed con- 
sent. 

Bovine Achilles tendon is the source of collagen for the 
sponge matrix (Helistat). The tendon collagen is purified 
by enzymatic treatment and salt extraction to remove 
elastin fiber, other noncollagenous proteins, and contami- 
nating lipids. The collagen is dispersed in an acidic medi- 
um, followed by homogenization and filtration. The disper- 
sion is then poured into molds and freeze-dried. 

The test area was the volar surface of one forearm. We 
performed two 4-mm punch biopsies through the full 
thickness of the dermis. Designation of the site to receive 
the 4- (diameter) X 6-mm cylindrical sponge of collagen 
matrix material was random. The other site was treated 
with Monsel’s solution by a cotton-tip applicator and 
served as a control. 

The time required for hemostasis was recorded for each 
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site, and the relative ease of using the two treatments was 
noted. 

Both wounds were treated in an identical fashion once 
bleeding had been controlled by application of collagen 
matrix or Monsel’s solution. We applied nonocclusive 
dressings (BAND-AID) without application of a topical 
ointment. 

We assessed the two wounds at 1, 2, and 4 weeks after 
incision for the following criteria: (1) infection (absent, 
millimeters of surrounding erythema or equivocal find- 
ings; or present, as inferred by indurated erythema or 
purulent discharge); (2) clinical estimate of reepithelializa- 
tion (rated on a scale of (a) 0% to 25%, (b) 26% to 50%, (c) 
51% to 75%, and (d) 76% to 100%); (3) clinical estimate of 
wound closure (rated on a scale of (a) 0% to 25%, (b) 26% 
to 50%, (c) 51% to 75%, and (d) 76% to 100%); (4) sear 
formation (unhealed; depressed or atrophic; normal scar; 
or hypertrophic scar or keloid); (5) pigmentation of scar 
(indeterminate or unhealed; normal; hyperpigmented: or 
hypopigmented): (6) cosmetic appearance (indeterminate 
or unhealed; poor; fair; good; excellent). 


STATISTICAL ANALYSIS 


A 5% confidence limit was used in testing all hypothe- 
ses. Student’s £ test for paired data sets was used in 
determining the statistical significance of differences 
between the two groups in (1) the time required to achieve 
hemostasis, (2) the diameter of erythema at week 1, and (3) 
the mean percentage of wound epithelialized at all time 
points. The binomial distribution was used for comparing 
proportions in paired samples in determining the statisti- 
cal significance in (1) wounds healed vs wounds not healed 
at all time points, (2) wounds judged not clinically infected 
vs possible or clinically infected wounds, and (3) wounds 
judged not clinically infected vs wounds judged clinically 
infected. 

The Wilcoxon signed rank test was used for the nonpara- 
metric comparison of (1) sears judged clinically normal vs 
scars not entirely healed, depressed or atrophic, or ele- 
vated or hypertrophic; (2) good or excellent cosmetic 
appearance vs not entirely healed, poor, or fair appearance 
at week 4; and (3) normal pigmentation vs hypopigmenta- 
tion or hyperpigmentation. 

Life-table analysis using the method reviewed by Fleiss 
et al’ was used to plot curves of probability that wounds in 
the respective groups had not healed. 


RESULTS 


The mean time required before achieving hemosta- 
sis was 0.8 min with the collagen matrix, with no 
bleeding seen in 80% of wounds at 30 s. All sites 
treated with Monsel’s solution had stopped bleeding 
by the 30-s observation. No site required direct 
pressure to stop bleeding. These differences were not 
statistically significant. 

The collagen matrix elicited less of an inflammato- 
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Table 1.—Comparison of Erythema or infection 
of Punch Biopsy Wounds Treated With Collagen 
Matrix vs Monsel's Solution” 










Collagen Monsel's 
Criterion for Comparison Matrix Solution P 


; “Mean diameter, mm of erythema 7.2 1.1.05 
— Evidence of infection, % 
of 20 wounds in each group 














None clinically 100 70 .05 
Equivocal 0 15 NS 
Definite 0 15 NS 





Total 


*No subject developed any indication of erythema or infection later 
than the first week; in those subjects who developed an indication, 
there was substantial or complete resolution by the second week. 
Consequently, data are reported only for the first-week evaluation. NS 
indicates not significant. 








Table 2.—-Comparison of Reepithelialization Closure of 
Punch Biopsy Wounds Treated With Collagen Matrix 
vs Monsel’s Solution 












Monsel”s 
Solution P’ 


Collagen 
Criterion for Comparison Matrix 
“Mean % of wounds 

epithelialized af weeks after incision 
34 
70 


100 































<% of biopsy wounds fully 
healed at weeks after incision 



















i " “Difference is statistically significant at 5% confidence limit. NS 
7 indicates not significant. 


i ry response as indicated by a diameter of erythema 
surrounding the biopsy site of 7.2 mm at week 1 
compared with 11.1 mm seen at the site treated with 
Monsel’s solution. This difference was statistically 
significant (P = .05; Table 1). 

. There were no equivocal or definite wound infec- 

- tions with the collagen matrix. Among the 20 wounds 

treated with Monsel’s solution, however, three 

showed some signs of local infection, and another 

“three developed clear cellulitis or purulent drainage, 

_ prompting treatment of these subjects with systemic 
antibiotics. The difference in incidence of no clinical 
— infeetion vs equivocal or definite clinical infection 

for the two treatments was statistically significant, 
but the difference in incidence of wounds for which 
antibiotics were prescribed was not statistically sig- 
nificant. 

The clinical estimates of the percentage of wound 
closure and the percentage of reepithelialization 
were identical for all sites at each time point; 
therefore, data were tabulated only for reepitheliali- 

-= zation to avoid redundancy (Table 2). None of the 20 
_ eollagen-treated wounds completely healed by the 

first week, but five healed by the second week, and all 

ealed by the end of the fourth week. For the 20 

wounds treated with Monsel’s solution, none healed 
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Table 3.—Comparison of Appearance of Punch 
Biopsy Wounds Treated With Collagen Matrix : 
vs MonsefFs Solution at Four Weeks* 





Monsel’s 


Collagen 7 
Solution P 



































Criterion for Comparison Matrix 
Relationship of scar to surrounding 
skin, % of biopsy wounds a 
Not entirely healed 0 35 .05. 
Depressed or atrophic o 5 NS. 
Level or normal 90 55 NS 
Elevated or hypertrophic 10 5 NS 
Total 100 100 
Cosmetic appearance, % of biopsy 
wounds 
Not entirely healed 0 35 (05 








Poor 
Fair : 
Good 80 15 .05 
Excellent 20 0 "05 
Total ; 

































* See the text for statistical significance, as determined by Wilcoxon 
signed rank test. 


Weeks After Incision 





Fig 1.—Life-table curves of probability that punch: biopsy 
wounds treated with collagen matrix (C) or Monsel’s solution 
(M) had not healed at intervals after incision. 


entirely by the first or second week, but 13 were 
healed by the end of the fourth week. The differences. - 
in reepithelialization were statistically significant at 
weeks 1 and 2 but not at week 4. However, judging by 
the individuals in whom respective wounds: had © 
healed or not, we found that the higher percentage of. 
fully healed wounds for collagen-treated wounds was _ 
statistically significant. 5 
We compared the appearance of the two wounds at — 
four weeks (Table 3). All wounds treated with the 
collagen matrix had healed, and 90% were flush with 
the surrounding skin; in two cases, the wound was 
relatively higher. The difference in incidence of 
wounds that appeared normal for the two groups was 
not statistically significant. We assessed the cosmet- 
ic appearance after treatment with the collagen — 
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and four weeks (right) of treatment with collagen matrix or Monsel’s solution. Collagen- 
treated site is at right of forearm in top and bottom photographs and at left in center 
photographs. 
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— matrix as good in 80% and excellent in 20% of the 
— wounds; these results were statistically significant 
— when compared with outcomes after treatment with 
— Monsel’s solution. 

Of the wounds treated with Monsel’s solution, 
seven had not entirely healed at four weeks. One of 
the healed wounds was lower than the surrounding 
skin, 11 were level, and one was higher. The seven 
wounds treated with Monsel’s solution that were not 
fully healed were not scored, but ten were fair, three 
were good, and none were excellent. 

Most of the wounds that had healed entirely were 
only slightly different from the surrounding skin in 
pigmentation, but there was moderate hyperpigmen- 
tation of one of the healed wounds treated with the 
p collagen matrix and of ten of the 13 healed wounds 

treated with Monsel’s solution. These differences 
were statistically significant. 

The probability determined by life-table analysis 
that the respective wounds had not healed at 1, 2, and 
4 weeks is plotted in Fig 1. 


COMMENT 


Management of cutaneous wounds imposes an 
immediate need for hemostasis and the longer-term 
need to reestablish structural integrity and barrier 
functions. These needs are most dramatic in the case 
of extensive, severe burns, so it is not surprising that 

ı considerable research has concentrated on this clini- 
*- cal challenge. The principles developed in this 
extreme context are more generally applicable, even 
to the minor wounds of punch biopsies. 
<- Reepithelialization of a wound’s surface reesta- 
blishes the skin’s barrier. There have been major 
advances in techniques to grow epidermal cells in 
culture:”” O’Connor et al” have reported successful 
use of such cultured epidermal cells in the clinical 
management of burns. Reconstitution of an epider- 
mal barrier is important but not entirely suffi- 
cient. 
Clinical and laboratory studies are increasing the 
experience in the potential contribution of collagen 
K materials. Matrices made of collagen also provide a 
„<< favorable substrate for growing anchorage-depen- 
dent celis, such as fibroblasts.” Eisinger et al” have 
— also shown that collagen matrices can be substituted 
for fibroblast feeder layers in the culturing of epi- 
dermal cells; Alvarez and Biozes,’ using full-thick- 
ness wounds in a porcine model, demonstrated that 
collagen: matrix materials offered advantages of 
facilitating reepithelialization and reducing wound 
contracture. Elliot and Hoehn® have shown that 
collagen-rich; porcine allografts facilitate new tissue 
formation in clinical management of wounds. 
The demonstrated ability of collagen to support 
epidermal cells in vitro and in vivo suggested that it 

¿might prove useful both for hemostasis and for 
-promoting healing of full-thickness cutaneous biop- 

sies. 

“The collagen matrix used was comparable to Mon- 
sel’s solution in achieving hemostasis and elicited 
distinctly less inflammation. 

- Mean reepithelialization with the collagen matrix 
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exceeded that with Monsel’s solution by 30% at one — 
week, 40% at two weeks, and 10% at four weeks. All. 
of the collagen-treated wounds and 13 of the wounds 
treated with Monsel’s solution healed entirely by the 
fourth week. The appearance of wounds at two and 
four weeks is illustrated in three representative 
patients in Fig 2. Differences were less striking by 
the end of the four weeks, although 5% of the healed 
wounds treated with the collagen matrix and 77% of 
the healed wounds treated with Monsel’s solution 
were moderately hyperpigmented. 

Assessment of a global cosmetic appearance after 
treatment is admittedly difficult and arbitrary, but 
results obtained with the collagen matrix were rated 
as good in 80% and excellent in 20% of the wounds. 
The corresponding evaluation of wounds treated 
with Monsel’s solution was complicated by the fact 
that 35% had not fully healed, but 50% were rated as 
fair, 15% as good, and none as excellent. These 
results also were confirmed by the subjects them- 
selves. 

In summary, the collagen matrix was compatable 
to Monsel’s solution in ease of use and ability to 
achieve hemostasis. The collagen matrix also pro- 
duced less inflammation, had a lower incidence of 
wound infection, was associated with a much faster 
rate of reepithelialization, and produced a somewhat 
better cosmetic result after four weeks than did 
Monsel’s solution. 
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. Solar Urticaria 


The Relationship of Photoallergen and Action Spectrum 


Masuko Kojima, MD; Tamio Horiko, MD; Yoshiro Nakamura, MD; Toshiyuki Aoki, MD 


è We studied six cases of solar urticaria immunologi- 
cally and photobiologically. Serum in five patients and 
plasma in one patient yielded an immediate reaction 
when injected into the patients’ own skin after light 

irradiation. These photoallergens were gel filtrated, and 
the molecular weights were determined. The result was 
“compared with the action spectrum obtained by a mono- 
chrometer. In three patients, with the action spectrum in 
short visible light ranges (400 to 500 nm), the molecular 
weight of the photoallergen was 25,000 to 45,000 dal- 
tons. In a patient with an action spectrum from ultraviolet- 
A to short visible light ranges (330 to 520 nm), there was 
another photoallergen molecular weight that was 
300,000 to 1,000,000 daltons. in a patient with a wide 
action spectrum from ultraviolet-B to long visible light 
ranges (290 to 630 nm), photoallergens, which were 
- believed to be multiple, were generated only from plas- 
ma. 
(Arch Dermatol 1986; 122:550-555) 


f the various types of physical urticaria, the 
pathomechanism is studied most precisely in 
: solar urticaria. With respect to immunology, Rajka’ 

first succeeded in passive transfer (P-T) of solar 
urticaria to other subjects with the patient’s serum. 
Mitchell Sams’ studied the antibody causing solar 
urticaria and showed that it was neither IgG nor 
IgM, suggesting that it would have probably been 
IgE. Recently, Horio and Minami’ demonstrated that 
antigens could be generated in serum by light irradi- 
ation (photoallergens). However, characterization of 
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these photoallergens has not yet been accomplished. 
On the other hand, the action spectrum has been 
studied in many reported cases. Harber et al" pro- 
posed four types of action spectra according to 
sensitivity ranges—an ultraviolet-B (UV-B) range 


(280 to 320 nm), an ultraviolet-A (UV-A) range (320 — 


to 400 nm), a short visible light range (400 to 500 
nm), and a wide range from UV-B to long visible 
light (280 to 600 nm). Ive et al” also thought that 
there were three definite types of action spectra, two 
of which had counterparts in the classification pro- 
posed by Harber et al and one miscellaneous type. 
Although Harber et al suggested that there is some 
relationship between action spectrum and patho- 
mechanism, the exact meaning of the action spec- 
trum is unclear. Previously, we‘ studied two cases of 
solar urticaria, one of which had an action spectrum 
over a wide range from UV-B to long visible light; the 
other had a range from UV-B to short visible light. 
In these cases, it was known that photoallergens 
showed different molecular’ distribution by gel- 
filtration study.’ In a later article, we’ added three 
cases with the action spectrum in the UV-A range 
and discussed the possible allergic nature of these 
five cases. Recently, we analyzed the relationship of 
the action spectrum to the results of a gel-filtration 
study in six cases, including an additional case not 
reported previously, and found that they were inti- 
mately related. The results are described herein. 


REPORT OF CASES 


Case 1.—A railway engineer, in the summer of 1954, 
developed erythema on his back and upper arms soon after 
the start of sea bathing. The next year, he developed 
erythema on his face and the back of his hands after sun 
exposure for one hour; later, only a few minutes of sun 
exposure yielded this result. He visited several hospitals 
and received various forms of treatment, but the symptom 
continued for 20 years. He consulted us in May 1974 at the 


age of 48 years. He had a history of cold urticaria, which 
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commenced two to three years before the onset of his 
present illness and persisted for one or two years. His 
19-year-old son had a history of mechanical urticaria. 


: Results of routine laboratory examinations, including uri- 
‘nalysis, hematologic evaluation, liver function test, blood 


chemistry, protein electrophoresis, and serum IgE and 
urinary porphyrin determinations, were within normal 
limits. Serologic findings (anti-streptolysin O, C-reactive 
protein, cold agglutinin, rapid plasma reagin test, trepone- 
mal hemagglutination test, antinuclear antibody, and hep- 
atitis B surface antigen) were negative. 

Case 2.—A student developed wheals in exposed areas 
after exercising during sun exposure in January 1975. 
Since then, he has always developed wheals after approxi- 
mately one hour of exposure to the sun. He consulted us in 
July 1976 at the age of 17 years. He had a history of me- 
chanical urticaria from childhood to only recently, before 
the onset of his present illness. His paternal uncle and 
grandfather were suffering from bronchial asthma. Re- 
sults of laboratory examinations were normal or nega- 
tive. 

CASE 3.—A housewife had been suffering for several 
years from erythema and edema, which appeared after sun 
exposure not only on the exposed skin areas but also on 
skin covered by thin cloth. On Aug 12, 1980, she developed 
generalized erythematous edema associated with nausea 
and vomiting after swimming in a pool; she also lost 
consciousness. For the following three days, her tempera- 
ture was above 37.0 °C. After visiting several hospitals, 
she was referred to us on Oct 6, 1980, at the age of 36 years. 
The patient had a history of seasonal rhinitis since the age 
of 20 years, and her sister also had seasonal rhinitis. 
Results of laboratory examinations were normal or nega- 
tive. 

, Case 4.—A 34-year-old housewife suddenly developed 


“erythematous edema associated with an itchy sensation on 


her face and hands when she was hanging the wash under 
the sun on the morning of May 17, 1981. On May 19, she had 
a temperature above 38.0 °C, a sore throat, and nasal 
congestion; her symptoms subsided within a few days. She 
consulted a dermatologist and was referred to us on June 
30. She was otherwise healthy, and her family history was 
not contributory. Results of laboratory examinations were 
normal or negative. 

Case 5.—A storehouse worker had been suffering for 
three years from erythematous edema that appeared on 
areas exposed to sunlight. After consulting several physi- 
cians, he visited a dermatologist and was promptly 
referred to us on Oct 8, 1982, at the age of 43 years. The 
patient was otherwise healthy, and his family history was 
not contributory. Results of laboratory examinations were 
normal or negative. 

CASE 6.—A 32-year-old welder noticed that his face was 
erythematous and edematous while he was playing ball 
under the sun in July 1981. Since then, he always developed 
wheals following exposure to sunlight. He had suffered 
from rubella in May 1981 and had a history of mechanical 
urticaria for several years during his early school years. 
His family history was not contributory. Results of labora- 
tory examinations were normal or negative. 


PATIENTS AND METHODS 
Estimation of Minimum Wheal Dose (MWD) 


The ventral skin of the patient’s forearm was irradiated 
for various lengths of time with the light from a slide 
projector lamp (300-W halogen lamp) at a distance of 10 
em from the surface of the lens. Irradiance (whole spec- 
trum) at this distance measured by a vacuum thermopile 
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Fig 1.—Emission spectrum of projector light used to test skin 
sensitivity and to generate photoallergens from serum or 
plasma. Light that passed through lenses was analyzed. 


300 “400 


was 0.02 W/sq cm. The emission spectrum of the projector 
light as it passed through the lenses is shown in Fig 1. 
Minimum wheal dose (MWD) was expressed by the energy 
dose required to induce a wheal at 15 minutes. 


Determination of Action Spectrum 


Monochromatic light (every 10 nm from 280 to 630 nm; 
SD, 4.9 nm) obtained by reflex-defraetion grating of xenon 
are light was irradiated on the patient’s back, and MWD 
was determined at each waveband as described above. 


Irradiation of Serum or Plasma With Projector Light 


Serum or plasma put in an ordinary glass test tube 
(13-mm inner diameter, with 1-mm thick walls) was 
irradiated with the projector light at the surface of the 
projector lens (irradiance, 0.04 joules/sq cm) for various 
lengths of time. The temperature of irradiated serum or 
plasma increased to 42 °C during irradiation. Serum or 
plasma in a test tube was kept at 4 °C, room temperature, 
or 42 °C for ten minutes and was used as a control to 
determine the effects of temperature. In the following 
experiments, photoallergens were generated by irradiating 
for a pertinent time according to the patients. 


Gel Filtration of Serum or Plasma 


Serum or plasma (1.5 to 2.0 mL), irradiated or nonirra- 
diated, was applied to fractioning columns (Sephadex G200 
[2.5 x 105 em] or Sephadex G75 [0.6 X 65 cm)) equilibrated 
with physiological saline. These columns were calibrated 
using the following molecular markers: blue dextran (mo- 
lecular weight [mol wt], 2,000,000), thyroglobulin (mol wt, 
669,000), ferritin (mol wt, 440,000), catalase (mol wt, 
232,000), bovine albumin (mol wt, 67,000), ovalbumin (mol 
wt, 45,000), pepsin (mol wt, 34,500), a-chymotrypsinogen A 
(mol wt, 25,000), trypsin inhibitor (mol wt, 21,500), myoglo- 
bin (mol wt, 17,800), and cytochrome c (mol wt, 12,384). 
Elution was performed with physiological saline at a speed. 
of 10 mL/hour, and one fraction was approximately 5 mL. 
All equipment and material that came in contact with 
serum or plasma were used in sterile conditions. The whole 
system was kept in the dark at 4 °C, except for the 
exposure to the 254-nm waveband for protein tracing. 


P-T Tests 


A patient’s serum or plasma (0.025 mL) was injected 
intracutaneously into the ventral aspect of the forearm of 
the recipient (one of the patient’s family members). At 
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various times after this, the injected sites were irradiated 
with the projector light for two to five minutes. The 
appearance of wheal and flare at approximately 15 
minutes was regarded as a positive sign. 


Skin Tests 


Skin test materials (0.025 mL) were injected intracuta- 
neously into the patient’s or recipient’s back or the ventral 
aspect of the forearm, and the wheal-and-flare reaction 
was read 15 minutes later. Wheals greater than 9 X 9 mm 
or areas of erythema greater than 20 X 20 mm were 
interpreted as positive reactions. 


Sterilization of Skin Test Materials 


All skin test materials were sterilized using Millipore 
filters (0.22-um pore size). 


Consumption of Mast Cells in Skin Test Sites 


Compound 48/80 (0.01% in physiological saline) was 
injected into the patient’s back at several sites (0.1-mL 
injections). Intense wheal-and-flare reaction was induced, 
which subsided four hours later, leaving slight wheal and 
erythema. 


Consent for Injecting Foreign Proteins 


Consent was obtained from the patients and the recipi- 
ents (husband, wife, or either parent of the patient) to 
inject the serum or plasma of their family member after 
explaining the purpose of the test and the accompanying 
risks. Any subject with a history of jaundice, hepatitis, or 
serum hepatitis B surface antigen was excluded from the 
study." 


RESULTS 
MVVD 


As evaluated with a projector light, MWDs in 
patients 1 through 6 were 1.2, 2.4, 6.0, 0.6, 0.9, and 4.8 
joules/sq cm, respectively. 


Action Spectrum 


The action spectra for whealing in our six patients 
are shown in Fig 2. Patient 1 showed a wide and wavy 
action spectrum, ranging from 290 to 630 nm. The 
threshold for whealing was very low in the UV-B 
through long visible light range, with the lowest 
value at 350 nm. Patient 2 had an action spectrum 
from 330 to 520 nm, with two maxima—one at 340 
nm and one at about 450 nm; therefore, the action 
spectrum was thought to be composed of two compo- 
nents—one at the UV-A range, and the other at short 
visible light. Patients 3, 5, and 6 had almost the same 
action spectrum in the short visible light range from 
400 to 500 nm. Patients 2, 3, 5, and 6 had almost the 
same whealing thresholds. The action spectrum in 
patient 4 was present in the range from 370 to 550 
nm; this may be a low-threshold form of the spec- 
trum seen in patients 3, 5, and 6. 


Generation of Photoallergen in Serum 
or Plasma by Light Irradiation 


The serum of the patient was irradiated with a 
projector light for various lengths of time anc 
injected back into the patient’s own skin. All except 
patient 1 showed immediate wheal-and-flare reac- 
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Fig 2.—Spectral minimum wheal dose (MWD) in six patients 
with solar urticaria. 


tion, starting within several minutes and reaching 
its peak at about 15 minutes, to this serum. When 
plasma was used instead of serum, patient 1 also 
exhibited a positive reaction. We call the reactive 
substance in the irradiated serum or plasma photoal- 
lergen according to Horio and Minami.’ The length of 
irradiation necessary to generate photoallergen in 
the serum was different depending on the patient. As 
shown in Table 1, at least five minutes was needed in 
patients 1, 2, and 4; ten minutes in patient 3; and 20 
minutes in patients 5 and 6. Longer irradiation of the 
serum up to 30 to 60 minutes did not affect photoal- 
lergens already produced in five patients, but the 
serum of patient 4 lost its reactivity when irradiated 
for 30 minutes. Serum kept at 42 °C,4 °C, and room 
temperature for ten minutes with no light exposure 
yielded negative reactions in the patient’s own 
skin. 


Effect of Mast Cell Consumption on Skin Test 


Patients’ skin was tested with twofold serial dilu- 
tions of their own irradiated plasma (patient 1) or 
serum (patients 2 through 6), and the maximum 
dilution that yielded a positive reaction was re- 
corded. The same test was performed concomitantly 
in skin in which mast cells were consumed four hours 
previously. The maximum dilutions required to yield 
positive reactions in the normal (treated) skin in 
patients 1 through 6 were X64 (no reaction), X128 
(X2), X128 (not done), X4 (no reaction), X32 (x16), 
and X16 (no reaction), respectively. 
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Table 1.—Skin Test Results With Serum (Patients 2 
Through 6) or Plasma (Patient 1) Irradiated for 
‘/arious Lengths of Time" 


: Length of Irradiation, min 
Patient 
No. 

















1 
2 
3 
4 
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EİHİHİ4- 4-4 
+ lit] +f +] + 
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“Irradiation was performed using a 300-W projector light (0.04 
joules/sq cm). Minus sign indicates a negative reaction; plus sign, 
positive reaction; and plus or minus sign, indeterminate reaction. 


Human Serum or Plasma as the 
Origin of Photoallergen 


Serum and plasma from the patient and his or her 
paired normal subject (one of the patient’s family 
members) were irradiated for relevant lengths of 
time, and the petient’s skin was tested. As shown in 
Table 2, only the irradiated serum (except in patient 
1) and plasma y-elded positive skin reactions regard- 
less of who they came from. Nonirradiated patient’s 
serum and plasma yielded clearly negative reactions, 
but nonirradiated normal serum and plasma yielded 
some indeterm-nate weakly positive reactions in 
-eertain patients. Thus, it was shown that photoal- 

 lergens were generated not only from patient’s 
serum or plasma but also from normal human serum 
-or plasma. 
í Specificity of Patient’s 
Reactivity to Photoallergen 


Irradiated ard nonirradiated serum or plasma 
from the patients and the normal subjects were 
tested in some o? the paired normal subjects. None of 
them exhibited reactions in either of the tests. Thus, 
it was shown that photoallergens yielded positive 
skin reactions only in the patients. 


P-T of Solar Urticaria With Patient’s Serum 


Experiments were performed in five patients, and 
positive results were obtained in three patients 
(Table 3). In taese successful tests, however, the 
‘result was critically dependent on time. At 30 
minutes after iroculation of serum, negative results 
were obtained in these three patients. The test 
results turned positive at two hours in one of these 
patients and at six hours in the other two patients. 
At 24 hours, however, two test results turned nega- 
tive, and only one was still positive; the latter was 
also positive at 72 hours. 


Molecular Weights of Photoallergens 


Irradiated. serum in patients 2, 3, 5, and 6 and 
irradiated plasma in patient 1 was gel filtrated using 
_. Sephadex G200 (Fig 3). Patient 4 was not examined. 

— In patients 3, 5, and 6, positive skin reactions were 
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Table 2.—Skin Test Results With Irradiated (i) and 7. 
Nonirradiated (N) Serum and Plasma From Patients 
and Normal Subiects” 






Plasma 
se acd et 
Patient Normal 


Serum 
———-——— 
Patient Normal 


































" Plus signs indicate relative strengths of positive reactions; minus 
sign, negative reaction. 


Table 3.—Irradiation Test Results at Various Times PT 
After Passive Transfer (P-T) of Patient’s Serum 


Time After P-T, hr* 


Patient 
No. 

















"Time to wheal-and-flare reaction. Plus sign indicates positive’. 
reaction; minus sign, negative reaction. 


noted almost identically in the descending root of the - 
third peak. Molecular calibration of the column 
indicated that this area corresponded to approxi- 
mately 25,000 to 45,000 daltons. In patient 2, positive 
reactions were noted in two areas—one in almost the 
same area as in patients 3, 5, and 6, and the other in 
the first peak area corresponding to 300,000: to 


1,000,000 daltons. In patient 1, all Sephadex G200 : 


fractions showed negative reactions. As control 
experiments, nonirradiated serum was similarly gel 
filtrated and tested in the skin of the donor of the 
serum (patients 5 and 6 and two normal healthy . 
subjects). Only a weakly positive reaction was noted 
in patient 5 in the same area that yielded positive 
reactions in other experiments. Three other subjects. . 
did not show any reaction to any of the fractions... 
Patient 1 was further examined using Sephadex G75 
gel, and skin reactivity was found in the first peak 
area corresponding to a wide molecular range from 
50,000 to 1,000,000 daltons (Fig 4). 


COMMENT 


The pathomechanisms of solar urticaria are not 
completely understood. Although the allergic nature 
of this disease has been widely accepted, to prove this. 
has not been an easy task. A P-T test is apparently 


the most reliable way to do this, but it has not been e 


successful in every reported case. Therefore, it was. 
generally accepted that there were allergic and non- . 
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requires four tests, 
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“Fig .3.—Results of skin tests with gel-filtrated fractions (Se- 
7 phadex G200) of irradiated serum in four patients. Hatched 
‘columns with number indicates area of positive reaction and 
patient number; arrows, elution peaks of molecular markers. 


. Allergie types of solar urticaria.’ The result of a P-T 
test depends critically on the time when the provoca- 
tion test is undertaken. In many published reports, 
the provocation test usually has been performed at a 
particular time, ranging from a few hours to 48 
hours, after inoculation of serum to the recipient. 
This probably has caused a false-negative reaction in 
certain cases. In our study, we performed provoca- 
“tion tests at several points in time after P-T of the 
serum. It has apparently reduced false-negative 
reactions, but, nevertheless, the test results were 
“negative in two of five cases. 

Our study completely supports the results of Horio 
et al” that photoallergens were generated in the 
serum irradiated with a projector light and that skin 
reactions induced with the photoallergen were inhib- 


ited by the consumption of mast cells in the test 
=- sites. In all six of our patients, this was successful 


using either serum or plasma. Horio et al proposed a 


— second way to detect an allergy in solar urticaria; 


namely, if the irradiated serum but not the nonirra- 
diated serum yielded positive skin reactions in the 
patient but not in normal subjects, then the patient 
“cah be recognized to be allergic. This process 
and although they were 
attempted in our patients, all four tests were not 
-always possible. The results of various skin tests 
seemed to suggest that all of our patients were 
allergic. This finding is not compatible with the 


“results of P-T tests, but, at the moment, we have no 


reasonable explanation for this. 
In our study, we attempted to determine the 
molecular weights of photoallergens. Our results 
` -were related to the diversity of the action spectrum. 
< Our three patients (patients 3, 5, and 6) with action 
-spectra in the UV-A range represent the most fre- 


— quent type in Japanese people. The photoallergens in 


these patients had the same molecular weight range 
(25,000 to 45,000) in gel filtration. Therefore, they 
— may reasonably be speculated to have the same 
5 Photoallergen derived from a particular precursor. 
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Fig 4.—Result of skin test vvith gel-filtrated fractions (Sepha- 
dex G75) of irradiated plasma in patient 1. Hatched column 
indicates area of positive skin reaction. 


Patient 4 had an action spectrum similar to these 
three patients but a threshold that was about 100 
times lower. Unfortunately, molecular weight deter- 
mination was not performed in this patient. In 
addition, photoallergens generated in the serum of 
this patient were inactivated by longer irradiation, 
while those in patients 3, 5, and 6 were stable to it. 
Therefore, there is no proof that patient 4 was 
merely more sensitive than patients 3, 5, and 6. 
Patient 2 was partly similar to but partly different 
from patients 3, 5, and 6 with respect to action 
spectrum and photoallergens and was thought to be 
allergic to two substances, one of which was probably 
common to patients 3, 5, and 6.. 

The generation of photoallergens from plasma but 
not from serum observed in patient 1is a nev finding 
that has not been reported previously, to our knowl- 
edge. The action spectrum in this patient was quite 
different from those of the other patients in that it 
had a very wide range from UV-B to long visible 
light, with a wavy contour. Gel-filtration study of 
irradiated plasma in this patient indicated the dis- 
tribution of photoallergens over a wide molecular 
weight range, suggesting a more complex nature of 
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photoallergens. Solar urticaria with the action spec- 
trum over a wide range from UV-B to long visible 
light has been reported previousliy”” and is described 
to be a nonallergic type.‘ Hereafter, it should be 
treated as an allergic type. However, our observation 
was in only one patient, and, therefore, further 
investigation is necessary. 

The action spectrum classifications of solar urti- 
caria made by Harber et al" and Ive et al” have been 
in existence for many years. Our study suggests that 
diversity of the action spectrum originates from the 
difference in photoallergens. It is now accepted that 
these classifications should be reappraised after 
some 20 years’ time. 

The difficult task at hand is to identify natural 
precursors of photoallergens. It is speculated that 
the precursors of photoallergens, after absorption of 
light energy, change their stereotypic molecular 
structures and acquire allergenicity in any individu- 
al but that urticarial reactions to the modified 
structures can occur only in patients with solar 
urticaria who are allergic to it. Hasei and Ichihashi” 
recently reported that the development of solar 
urticaria was inhibited by irradiation with longer 


wavebands in areas where vrheal-inducing wave- 
bands had been irradiated beforehand. The most 
recent study by Horio et al’ suggests that this 
inhibition may occur in part in the serum level, 
suggesting that photoallergens may be destroyed or 
converted back into precursors. The action spectrum 
probably reflects the absorption curve of the precur- 
sors; in addition, a photoallergen and its precursor 
have similar molecular weights, since splitting of an 
antigenic substance into large pieces by light irradi- 
ation, to our knowledge, has not been described 
previously. These may be helpful indicators for 
future identification of the precursor substances. 
Among the various types of solar urticaria, those 
with the action spectrum in the short visible light 
range may be the first to be clarified, because the 
precursor is likely to be a single substance with the 
low molecular weight almost determined. 

Whether the results of our investigation are appli- 
cable to solar urticaria in general remains to be seen, 
because there still is the report in which generated 
photoallergens yielded positive skin reactions not 
only in the patient but also in the normal subject." 
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Commentary 


Behçet”s Disease 


An Update Based on the 1985 International Conference in London 


Joseph L. Jorizzo, MD 


his commentary provides an overview of recent 

advances concerning Behçet”s disease based on 
proceedings of the international conference on 
Behçet”s disease sponsored by the Royal Society of 
Medicine and held at the Royal College of Physicians 
in London on Sept 5 and 6, 1985.' I have been liberal 
in giving my opinions, but I also identify the present- 
ers. 

This unique conference is held at four-year inter- 
vals and brings together physicians from many 
disciplines to discuss new advances in treating 
Behcet’s disease. Authors from 20 countries pre- 
sented 100 abstracts during this meticulously orches- 
trated event. Professors Hoffenberg, president of the 
Royal College of Physicians, and Lehner, chairman 
of the Scientific Committee, made introductory 
remarks. I have followed the conference’s grouping 
in presenting highlights and my opinions. 


IMMUNOLOGY, GENETICS, 
AND ETIOLOGIC AGENTS 


Disease susceptibility genes studied in large inde- 
pendent Japanese and British surveys appear to be 
HLA-B51 and HLA-DRw52. In addition, there is 
probably a decreased incidence of HLA-DRI and 
HLA-DOw1, which means that these may be disease- 
resistant genes whose presence is protective against 
developing Behcet’s disease. I believe that increased 
HLA-B27, which had been reported previously in 
Behçet”s disease, may have resulted from inappropri- 
ate inclusion of patients with inflammatory bowel 
disease or other patients with the HLA-B27-positive, 
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Reiter’s-like, sacroileitis spectrum. 

Dr Denman’s (London) series of 60 patients 
showed the following nonspecific evidence for viral 
infection in patients with Behçet”s disease: there was 
increased 2’-5’-oligo-adenylate synthetase activity 
(interferon-induced enzyme), mononuclear cells in 
patients with Behcet’s disease produced more inter- 
feron y than did control cells in patients with other 
inflammatory diseases, lymphocyte DNA repair was 
defective, and Behçet”s lymphocytes showed 
increased sensitivity to alkylating agents and to 
other mutagens. 

Dr Lehner’s group (London) found evidence of 
herpes simplex virus type 1 (HSV-1)-specific, IgG1- 
subclass circulating immune complexes (CIC) in 
patients with Behçet”s disease (but also in some 
patients with other arthritides). They also detected a 
decreased proliferative response by OKT4+ (helper- 
inducer) T lymphocytes when stimulated by HSV-1 
compared with that in controls. 

Dr Bonass’ group (Leeds, England) recovered DNA 
from the nuclei of peripheral blood lymphocytes 
from patients with Behcet’s disease controls with 
rheumatoid arthritis, and controls with and without 
herpes. They used radioimmunoblot techniques to 
quantitate HSV-1 homologous DNA in these groups. 
They claimed an increased incidence of HSV-1 
homologous DNA in their patients with Behçet”s 
disease. 

A genetic predisposition to immunologically mis- 
handle subsequent microbial infection has been pos- 
tulated as a pathologic mechanism for the develop- 
ment of several autoimmune diseases (especially for 
HLA-B27 spectrum diseases such as Reiter’s dis- 
ease). A start at experimentally addressing these 
issues is being made in Behcet’s disease. The specific- 
ity of the preliminary viral findings awaits clarifica- 
tion. 

Professor Mowbray (London) and his group used 
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- immunoblot techniques to detect as-yet-unidentified 
common antigens in circulating immune complexes 
- in patients with either arthritic or ocular Behcet’s 
_ disease. While these results are preliminary steps, 
-identification of specific antigen both in CIC and in 
_. tissue is required to provide specific evidence that 

— CIC are involved in disease pathogenesis. Studies of 
complement split products should also be per- 
formed. 

Professor Mizushima summarized his work with 
280 patients with Behcet’s disease. He believes that 
these patients have neutrophils that are capable of 
increased migration, phagocytic activity, superoxide 

production, and random motility, as compared with 
«  hormal controls. 

_ -I presented our group’s studies of ten patients with 
Behçet”s disease in which we detected varying 
degrees of leukocytoclastic vasculitis on histopatho- 
logic assessment of histamine-induced pathergy 
lesions. We also suggested that the enhanced neutro- 
phil migration was based in the patient’s serum not 
in the neutrophils. In addition, we found that colchi- 
cine blocked the ability of this serum to enhance 
neutrophil migration but that thalidomide had no 
effects on neutrophils but only on histamine-induced 
vasculitis.” 










Histopathology 


“. Japanese and British groups assessed T-cell sub- 
sets in lesions of oral aphthae and in erythema 
-nodosum lesions and found a preponderance of T 
_helper-inducer cells over T suppressor-cytotoxic cells 
in lesions. My bias is that the lymphocyte dominance 
is a feature of older lesions in Behcet’s disease and 
-that earlier lesions show varying degrees of leukocy- 
toclastic vasculitis. 







Factors in Thrombosis 


A hypercoagulable state was claimed by several 
investigators to account for clinical signs such as 
thrombophlebitis, seen in patients with Behcet’s 
disease. Dr Matsuda’s group (Japan) showed 
increased adenosine diphosphate-induced platelet 

. aggregation in patients with Behçet”s disease. 8- 
— Thromboglobulin and platelet factor 4 were assessed 
with the detection of a statistically significant 
¿increase in the latter but not in the former. This was 
- confusing since 6-thromboglobulin is usually a more 
sensitive assessment. Studies by Drs Cambridge and 
Hughes (London) revealed that anti-cardiolipin anti- 
bodies or the related lupus anticoagulant were not 
present in these patients. There is a question as to 
whether some proteins related to coagulation are 
simply increased as acute phase reactants or as to 
whether there exists a hypercoagulable state in 
Behcet’s disease. 


DIAGNOSTIC CRITERIA 
AND EPIDEMIOLOGY 


There are three main sets of criteria for the 
-clinical diagnosis of Behcet’s disease: the Barnes 
criteria, the Shimizu (1974) criteria, and the O’Duffy 
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criteria. All three sets use various major criteria (eg, 
oral aphthae, genital aphthae, ocular involvement, — 
cutaneous lesions, neurologic or arthritic involve- — 
ment) and other criteria to establish the diagnosis. — 
Professor Lehner (London) further subdivides 
patients into mucocutaneous (MC), arthritic . 
(MC + arthritis), ocular (arthritic + ocular); and 
neurologic subgroups. 

The disease is most common in Japan, Korea, 
China, and the Middle East. There may be some 
relationship to historical silk-trading routes. 

If studies from different parts of the world are to 
be compared, uniform diagnostic criteria are critical. 
It is particularly worrisome that some investigators 
include cutaneous follicular or acneiform lesions asa : 
major criterion. I believe that only lesioris docu- 
mented to show a neutrophilic vascular reaction or 
leukocytoclastic vasculitis should be included. Also, 
some groups include HLA-B27-positive patients 
with bowel disease (more appropriately part of the 
Reiter’s disease spectrum, but these patients have an 
increased incidence of oral aphthae). 


EXTRACUTANEOUS MANIFESTATIONS 


Retinal vasculitis (termed posterior uveitis in the 
United States) is the most classic ocular lesion in 
Behcet’s disease. This is a significant cause of blind- 
ness and is the major cause of morbidity in Behcet’s. 
disease. Conjunctivitis, anterior uveitis, and uveo-. 
retinitis are other ocular signs. Secondary changes 
include cataracts, glaucoma, and neovascularization © 
of the iris and retina. 

Professor Inaba reviewed his neurologic experi- 
ence with 905 patients with Behcet’s disease in 
Japan, and Dr Silva reviewed his experience with 318 
Turkish patients. Headaches, which oceur in.50% of 
patients with Behcet’s disease, may mimic migraine 
headaches. Neurologic involvement may take the 
form of psychiatric symptoms. Motor paresis, brain 
stem dysfunction, intracranial hypertension, and. 
multiple sclerosis-like signs and symptoms may 
occur. 

Vascular involvement was present in 24% of 531 
Turkish cases and included superior or inferior vena 
caval thrombosis or thrombosis of portal or hepatic 
veins as well as superficial or deep thrombophlebitis ` 
of the extremities. Arterial aneurysms or occlusions 
may occur. 

Pulmonary involvement is often neglected and - 
may be misdiagnosed as tuberculosis or pulmonary 
embolism. Patients may develop severe hemoptysis. 

The San Diego group presented five patients with - 
overlapping Behçet”s disease and relapsing polychon- 
dritis. Much of the other discussion was confused by 
the inclusion of cases of HLA-B27-positive sacroilei- 
tis. 

In the case of the gastrointestinal manifestations, 
it is difficult to separate lesions of Behçet”s disease 
from those of inflammatory bowel disease. 

The cutaneous manifestations were not formally 
reviewed. For a review, I suggest the classic refer- 
ence by Nazarro.’ ; 
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THERAPY 


` trials with oral chlorambucil therapy and with other 
 immunosuppressive agents and presented his study 
of 28 patients. Only four (14%) had no benefit from 
— chlorambucil (0.1 mg/kg/day, with tapering of the 
— maintenance dosage to as low as 2 mg/day). Other 
physicians stated that combined prednisone and 
‘azathioprine therapy should remain the treatment of 
choice for severe Behcet’s disease (eg, posterior 
uveitis) due to the infertility and risk of chromoso- 
— mal damage from chlorambucil. Other new therapies 
- with equivocal or no benefit that were discussed were 
— total lymphoid irradiation, cyclophosphamide, oral 
— penicillamine, and oral acyclovir sodium. 
Multicentered, prospective, double-blinded studies 
“are required. Combinations of systemic prednisone 
— (1 mg/kg/day) and azathioprine remain the main- 
— stay of treatment for severe Behcet’s disease, howev- 
er, there is a role for chlorambucil in refractory 
cases. 
Professor BenEzra (Israel) and Dr Nussenblatt 
(United States) reviewed the effects of systemic 
— cyclosporine therapy, especially on T-helper cells. 
“They are starting a masked (ophthalmologists do not 
say double-blinded!) prospective study of 60 patients 
and are encouraged by preliminary results. Dr 
Masuda (Japan) reported on his study of cyclospo- 
rine vs oral colchicine and showed a statistically 
significant decrease in ocular attacks with cyclospo- 
rine in his 96 patients. 
Dr Svenson (Sweden) reported the disturbing find- 
ing that all five patients with Behget’s disease in 
whom she performed renal biopsies after cyclospo- 
rine therapy (10 mg/day, reduced to the lowest 
- possible dosage) had renal focal interstitial inflam- 
mation then fibrosis and arteriolar hyalinization not 
‘predicted by laboratory tests. Dr Pizanti (Israel) re- 
ported on gingival hyperplasia induced by cyclospo- 
rine. Newer cyclosporine derivatives are being devel- 
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205 me oped, which hopefully will be safer, yet as effective as 
-O'Duffy (United States) reviewed previous open 








cyclosporine. 57 

Dr Allen (Nottingham, England), a dermatologist, 
found oral thalidomide therapy to be dramatically 
beneficial for mucocutaneous manifestations of 
Behcet’s disease. His group found no effect from 
thalidomide on any aspect of neutrophil function 
tested. Side effects of teratogenicity were prevented 
(as in our study) by limiting therapy to men or to 
women who were postmenopausal or had undergone 
tubal ligation or a hysterectomy. As in our study, 
nerve-conduction assessments were performed at 
frequent intervals, and no problems were encoun- 
tered. Baseline nerve-conduction assessments were 
critical. 

The company in Germany that manufactures tha- 
lidomide is reducing distribution. It may be available 
under the strictest of protocols only to leprologists. I 
agree that the effect of thalidomide does not appear 
to be on neutrophils and suspect an effect on CIC- 
mediated vessel damage. Hopefully, safer medica- 
tions will become available with beneficial effects 
similar to those of thalidomide. 
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Observations 


A Mother and Two Children With Nonbullous 


Congenital Tehthyosiform Erythroderma 


Ingrid Rossmann-Ringdahl, MD, Ingrun Anton-Lamprecht, ScD; Gunnar Swanbeck, MD, PhD 


e A mother and her two daughters were all afflicted by 
congenital nonbullous ichthyosis. The clinical and ultra- 
structural picture are in accordance with recessive 
congenital ichthyosiform erythroderma. The mode of 
inheritance for the children is assumed to be by pseudo- 
dominance. Nonbullous congenital ichthyosiform eryth- 
roderma and lamellar ichthyosis are probably heteroge- 
neous. 

(Arch Dermatol 1986; 122:559-564) 


Nonbullous congenital ichthyosiform erythroder- 
ma (CIE) is characterized by general erythro- 
derma and hyperkeratosis present at birth. Some of 
these patients begin life as collodion babies. Inher- 
itance is assumed to be autosomal recessive. Consan- 
guinity is often demonstrable in the ancestry of 
patients, and more than one affected child may be 
born to healthy parents. The patients described have 
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had parents unaffected by the same disease, and 
patients with nonbullous CIE have given birth to 
children unaffected with CIE. We describe a woman 
with CIE who gave birth to two children with CIE in 
two successive pregnancies. 


REPORT OF CASES 
Clinical History 


CASE 1.—The proband”s mother had mild psoriasis. 
There was no other skin disease in the family. No consan- 
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Fig 1. —Patient 3. Clinical aspect, identical for both children at 
birth, of collodion skin. 


guinity was known between the proband’s parents. The 
proband herself is reported to have had a generalized 
erythroderma and hyperkeratosis since birth, as well as a 
blepharophimosis and a tendency to ectropion. Before she 
became pregnant, genetic counseling at two Swedish hospi- 
tals resulted coincidently in a very low estimate of the 
genetic risk for the couple’s offspring to be affected with 
CIE, as no consanguinity with her husband is known. 

CASE 2.—The first child of the proband, a girl, was born 
after an uneventful pregnancy; birth weight was 3,500 g. 
At birth, a thin, shining, parchmentlike collodion mem- 
brane on red edematous skin and marked palmar and 
plantar keratoses were present. Bilateral ectropion of the 
eyelids and deformity of the left ear were noted. Within a 
few days, the membrane was shed. 

In a third genetic counseling, the risk for a second child 
to have the same disease was estimated to be 50%. 

Case 3.—One year later, the second child, a girl, was 
born. The pregnancy had been uncomplicated; birth weight 
was 3,350 g. The clinical appearance was similar to that of 
the first child (Fig 1). A collodionlike membrane again 
covered the entire body surface, with some skin fissures on 
the trunk, universal erythema, and everted eyelids. 

The mother and the two children use urea creams twice a 
day. Retinoid treatment for the mother had been proposed 
but refused. 
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Fig 2.—Facial app 


earance of both children. Left, Patient 2, elder daughter at 





age of 6 years. Right, Patient 3, younger daughter at age of 4 years. Note slight 
ectropion in younger child, and blepharophimosis and type of scaling in both 
children. Like her mother, elder daughter has full hair and only minimal scaling 
on scalp skin due to extensive treatment. 


Present Skin Status 


CASE 1.—The mother, now 40 years old, has a slight 
erythema, more pronounced on the lower abdomen and the 
upper legs. The entire body, including the flexures, is 
covered with thin, whitish scales except for the lower legs, 
where the flakes are polygonal and platelike and erythema 
is evident between the scales. The inner aspects of the 
upper legs and upper arms have a lustrous appearance and 
are nearly free from scaling. The palms and soles are 
hyperkeratotic, indurated with a tendency to fissuring and 
rhagades. The fingers have a shiny appearance with parch- 
mentlike wrinkling and annular constrictions. There is 
tautness of the face and bilateral ectropion, more pro- 
nounced after a blepharoplasty, performed to correct a 
blepharophimosis. The upper part of the left auricle is 
folded anteriorly. The scalp is covered with thick scales. 
Hair growth is normal. Sweating is impaired, with intoler- 
ance to warm weather. 

CASE 2.—The 6-year-old elder daughter has generalized 
white fine scaling of the same degree on flexures as on 
other parts of the body. Thick hyperkeratoses are found on 
the scalp, but hair growth is not impaired. She has facial 
involvement with erythema, tautness, and slight scaling 
(Fig 2, left). She has the same left ear deformity as her 
mother. Hyperkeratosis on the palms and soles results in 
deep fissures on the fingertips and under the heels and 
toes. Sweating is reduced, with fever attacks during warm 
weather. 

CASE 3.—In the 4-year-old younger daughter, ichthyosis 
is more evident, as she often refuses creaming. She has 
thick, platelike hyperkeratoses on the scalp, and hair 
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growth is sparse. In the front, large dark scales are found; 
otherwise, the body is covered with fine white scales (Fig 
3). Hyperkeratoses on palms and soles give rise to painful 
rhagades. She has a slight ectropion (Fig 2, right). The only 
ophthalmologic abnormality in both children is hyperopia. 


Ultrastructural Studies 


Skin biopsy specimens from the flexural aspect of the 
mother’s upper arm and from the lateral aspect of her 
younger daughter’s thigh were examined in semithin and 
ultrathin sections by light and electron microscopy. The 
specimens were fixed in 3% glutaraldehyde, pH 7.4, in 0.1M 
cacodylate buffer solution (with partial oxidation accord- 
ing to the method of Peracchia and Mittler,‘ postfixed in 
1% osmic acid, embedded in epoxy resin (Epon 812), and 
examined with an electron microscope at 80-kV accelera- 
tion voltage. 

Both biopsy specimens revealed virtually the same 
changes, apart from more marked inflammatory infiltra- 
tion of the papillary dermis with leukocytes, lymphocytes, 
and macrophages, and exocytosis to the epidermis in the 
child’s skin biopsy specimen (Figs 4, bottom, and 5, top 
left), and only moderate perivascular infiltration in the 
mother’s skin sample. The epidermis was acanthotic with 
broad and flat rete pegs, revealed increased numbers of 
mitoses in basal and suprabasal position, and was covered 
in both biopsy specimens by extremely compact layers of 
orthohyperkeratotic horn cells, including occasional 
islands of parakeratosis (Fig 4, top). Lipid storage within 
the horn lamellae was pronounced in both biopsy speci- 
mens and was recognizable already by light microscopy 
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(Fig 4). By electron microscopy, lipid droplets appeared as 
more or less translucent or moderately to deeply staining 
globules, indicating saturated lipids. These are not well 
stabilized by routine preparation techniques and may 
therefore be extracted more readily during processing for 
electron microscopy (Fig 5, top center and right and 
bottom left). 

The granular layer consisted of four to five layers of 
keratohyalin-containing cells by light microscopy and six 
layers by electron microscopy. There was a slightly 
reduced or normal amount of keratohyalin as well as of 
tonofilaments per cell in areas of inflammatory reaction, 
but keratohyalin showed an almost normal ultrastructure 
(Fig 5, bottom right); spreading along the tonofilaments 
seemed, however, slightly impaired, resulting in the ten- 
dency of keratohyalin to rounded shapes and convex 
surface structure. 

Keratinosomes were numerous in the upper spinous and 
granular layer and revealed the typical lamellar pattern of 
their contents; after their discharge to the intercellular 
spaces, these lamellae were readily visible at the border to 
or within the lower parts of the horny layer (Fig 5, bottom 
left). 

The lower prickle-cell layer and the basal cells were 
inconspicuous, apart from mitotic figures that were readi- 
ly demonstrable in both biopsy specimens. Similarly, mela- 
nocytes, moderately active in melanin synthesis in both 
cases, and Langerhans’ cells, more numerous and dendritic 
in the child’s biopsy specimen, revealed no abnormalities 
(not shown). 

Presence of sweat glands was controlled in both biopsy 
specimens because of problems with impaired sweating 
ability, especially in the children. Sweat glands and their 
dermal and intraepidermal ducts are more easily demon- 
strable in skin samples of small children. These were 
normal on their entire length within the living skin (Fig 4, 
bottom), but it was difficult to follow the duct orifices 
through the compact hyperkeratotic horn layer. Hyperker- 
atotic occlusion of the duct openings can therefore not be 
excluded and may account for the sweating problems. 


COMMENT 


Until recently, the classification of congenital ich- 
thyosis revealed much confusion. Genetic, cell kinet- 
ic, and electron microscopic studies have increased 
our understanding of these diseases and resolved 
some of the terminologic confusion. Bullous CIE and 
Siögren-Larsson syndrome are unquestioned noso- 
logic entities with distinct clinical, morphological, 
and biochemical features.” 

In contrast, the use and definition of the terms 
lamellar ichthyosis and nonbullous CIE up to now 
has not been so strict and concise. Many authors use 
both terms synonymously, regarding them as an 
indication of different clinical expressions of one 
genetic entity.*” Others?" assume that the CIE 
group includes different genetic entities with a broad 
spectrum of similar clinical features. Ultrastructur- 
ally, both seemed to be identical,“ but recent 
investigations have revealed clinical, ultrastructur- 
al, cell kinetic, and biochemical differences and thus 
suggest heterogeneity.” Clinically, patients with 
CIE have fine white scales and a varying degree of 
erythroderma. In contrast, the scales in patients 
with lamellar ichthyosis are large, dark, and plate- 
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Fig 3. —Patient 3. Type of scaling in younger child. Axilla at age 
6 months. 
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Fig 4.—Light micrographs of semithin sections of skin biopsy 
specimens of proband (patient 1) (top) and her younger 
daughter (patient 3) (bottom). Note compact hyperkeratosis 
with numerous lipid droplets in horny layer, hypergranulosis, 
and acanthosis in both specimens; lymphohistiocytic infiltration 
with exocytosis to epidermis in child”s specimen (bottom); 
parakeratotic island in mother’s specimen (top, left upper 
corner); and intraepidermal sweat duct in child”s specimen 
(bottom) (methylene blue, X 195). 
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like and erythema is minimal. Biochemical analysis 
shovved stratum corneum lipid abnormalities vith 
m-alkane elevation in the scales from patients vith 
CIE. 

The present family fits with the classic cases of 
autosomal recessive CIE clinically and ultrastructur- 
ally. All three patients have fine white scaling, 
including face, scalp, palms, soles, and flexures. The 
children both were born as collodion babies. All three 
had marked ectropion at birth. Ultrastructurally, 
the keratinizing epidermis of the mother and her 
second child shows increased mitotic activity, acan- 
thosis, and hypergranulosis, and low amounts of 
tonofilaments and keratohyalin. Most prominent is 
the high degree of lipid vacuoles within the horny 
layer, indicating neutral lipid storage, partly 
extracted by the conventional embedding procedure 
for electron microscopy, which—among the ichthyo- 
ses—have only been found in the autosomal recessive 
CIE cases. 

The well-defined dominant ichthyosis types— 
autosomal dominant ichthyosis vulgaris (with an 
abnormality of keratohyalin synthesis) and bullous 
CIE, or epidermolytic hyperkeratosis (with supra- 
basal clumping of tonofilaments, perinuclear shell 
formation, cytolysis, and acanthokeratolysis)—can 
be ruled out both by the normality of the two 
structural protein systems, keratohyalin and tonofil- 
aments, and by the clinical features in this family. 

Unusual is the fact that our family represents 
three affected members in two successive genera- 
tions. Genetically, the most simple explanation 
would be that we deal here with a dominant gene 
that would have arisen in our proband as a sponta- 
neous new mutation and that then would be indistin- 
guishable by clinical and ultrastructural means from 
the well-known recessive type of CIE. Recently, the 
first cases of autosomal dominant lamellar ichthyo- 
sis have been reported.” 

Another possibility, however, is that the mode of 
recessive inheritance holds true and that we deal 
with a case of pseudodominance, where the pro- 
band’s parents would be heterozygous carriers of the 
recessive gene and her husband must be regarded as 
a carrier as well. Heterozygotes for the gene of 
autosomal recessive ichthyosis should not be so 
infrequent. With morbidity rates estimated between 
1:100,000” and 1:300,000,” the incidence of heterozy- 
gotes would be 3.2:1,000 and 1.8:1,000, respectively. 

Especially in countries with a small population, 
recessive genes enrich more readily and spread 
among the population, so that homozygous patients 
may occur repeatedly in the offspring of unrelated 
and nonconsanguineous families. 

Patients described in the literature have been born 
of healthy parents,’ and a high degree of consan- 
guinity may be found in the pedigrees.'” To check for 
consanguinity among the ancestors of our proband 
and her husband, the extracts from 178 parish 
registers in 160 Swedish communities were studied. 
Among 124 ancestors in seven generations, there was 
no consanguinity. The two families originated from 
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Fig 5.—Electron microscopic features of skin biopsy speci- 
mens of proband (patient 1) and her younger daughter (patient 
3). Top left, Patient 3. Lymphohistiocytic inflammatory infiltrate 
with exocytosis of macrophage (asterisk and arrows) to basal 
layer (X2,800). Top center, Patient 1. General aspect of 
granular (SG) and horny (SC) layer with lipid droplets (L) (inset) 
and moderate amount of keratohyalin (X2,200; inset, 
24,000). Top right, Patient 3. General aspect of granular and 
horny layer with numerous dark-staining lipid droplets (inset) 
and reduced amount of keratohyalin (X3,800; inset, X24,000). 
Bottom left, Patient 3. Detail of horn cell. Lipid droplets (L) 
appear to be empty. Note lamellar contents of keratinosomes in 
intercellular spaces (open arrows) (43,000). Bottom right, 
Patient 3. Detail of granular cell with ultrastructurally normal 
keratohyalin (KH) (X37,000). SB indicates basal cell layer; N, 
nuclei; LY, lymphocytes; and M, macrophages. Bars indicate 
multiples of 1 um. 


different areas in Sweden that are 300 miles apart. It 
is thus unlikely that the couple has any common 
ancestor at least seven generations back. 

Genetic heterogeneity of well-defined clinical dis- 
orders such as xeroderma pigmentosum, epidermoly- 
sis bullosa, the Ehlers-Danlos syndrome, and other 
genodermatoses should make us cautious in taking 
for granted the generally accepted data on rare and 
less well-defined disorders. Refined morphological 
and biochemical markers may serve as a basis for a 
better characterization of congenital ichthyoses in 
the future. 

Our two-generation family is not a sufficient basis 
for assuming the existence of an autosomal domi- 
nant variant of CIE. One can assume that patients 
with CIE rarely had children, and so affected off- 
spring have not been reported. With more efficient 
treatments of CIE in the form of aromatic retinoids, 
the question of inheritance of CIE may become more 
important. 
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Atrichia With Papular Lesions 


Matthew H. Kanzler, MD, James E. Rasmussen, MD 


e We report a case of atrichia with papular lesions in 
association with common variable immunodeficiency in 
an 11-year-old boy. There were identical findings in the 
patient’s father. This rare variant of ectodermal dysplasia 
typically presents with shedding of normal fetal hair 
within the first three months. Eyelashes are typically 
spared. Numerous keratin-filled follicular cysts develop 
over extensive areas of the skin, usually between the age 
of 2 and 26 years. These lesions are most numerous on 
the face, neck, scalp, and extremities. Teeth and nails 
are entirely normal in these patients. The mode of 
inheritance of atrichia with papular lesions is uncertain. 
Our case suggests an autosomal-dominant inheritance 
pattern, while previous reports have shown autosomal 
recessive inheritance pattern. 

(Arch Dermatol 1986; 122:565-567) 


F 1954, Damste and Prakken’ described three unre- 
lated women with a syndrome of alopecia and 
numerous follicular keratinous cysts. One of these 
patients had a significant family history in that two 
other sisters who died in early infancy were bald, and 
those sisters probably had the same condition. The 
remaining two cases they described were sporadic in 
nature. In 1961, Loewenthal and Prakken reported 
another case of a young girl with alopecia and cystic 
papular lesions.’ Parental consanguinity was noted 
in this case, as the parents were third cousins. Since 
these initial reports, nine cases of atrichia with 
papular lesions have been published in Germany,’ 
Spain,‘ Tapan, and Mexico.’ The mode of inheritance 
of this disorder has not been established, although 
an autosomal recessive inheritance has been postu- 
lated.’ Del Castillo’ reported this condition in two 
sisters in Mexico, while affected brothers reported 
by Fonseca Moreton et al were the product of an 
incestuous relationship.’ Likewise, three patients in 
Germany described by Czarnecki and Stiegl were 
brothers.’ 
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We report a case of atrichia with papular lesions in 
association with common variable immunodeficien- 
cy. Of particular interest is the fact that identical 
cutaneous findings were noted in the patient’s 
father, who also suffered from common variable 
immunodeficiency. 


REPORT OF A CASE 


An 11-year-old boy presented to our clinic for evaluation 
of alopecia and cystic papular lesions. This child was born 
with normal hair, which was shed during the second year. 
All areas of the body were affected with the exception of 
the eyelashes, which were normal in appearance (Fig 1). At 
approximately age 10 years, the patient began to develop 
multiple small white cystic papules, most extensive over 
the posterior scalp, neck, and extremities (Fig 2). These 
clinically resembled multiple milia. Histologically, these 
lesions showed keratinous follicular cysts (milia) with 
foreign body granulomas (Fig 3). Besides these hair and 
skin abnormalities, the remainder of the physical exami- 
nation was unremarkable. The patient exhibited no physi- 
cal or mental developmental abnormalities. 

Our patient also had common variable immunodeficien- 
cy, a diagnosis established at age 3 years. Patients with 
this diagnosis represent a heterogeneous group of syn- 
dromes, all having in common the clinical manifestations 
of antibody deficiency associated with panhypogammaglo- 
bulinemia, with deficiency of IgG and IgA, or with selec- 
tive IgG deficiency.’ As was true with our patient, most 
patients have normal numbers of T and B cells, suggesting 
a failure of B cells to differentiate to plasma cells. At the 
time of diagnosis prior to initiating therapy, our patient’s 
immunoglobulin levels revealed an IgG of 253 mg/dL 
(normal, 441 to 1,135 mg/dL), IgA of 30 mg/dL (normal, 45 
to 236 mg/dL), IgM of 76 mg/dL (normal, 47 to 200 mg/dL), 
and IgD of 4 mg/dL (normal, 0 to 5.7 mg/dL). T-cell 
stimulation studies revealed that phytohemagglutinin 
stimulation was normal, while concanavalin A and poke- 
weed produced no stimulation. Results from skin tests 
were negative for streptokinase-streptodornase (SKSD), 
purified protein derivative (PPD), histoplasmin, tricho- 
phytin, coccidioidin, and Candida antigen, but positive for 
tetanus (Table). Numerous past hospitalizations were nec- 
essary secondary to pneumonia, otitis media, and chronic 
diarrhea. Treatment of the patient’s hypogammaglobuli- 
nemia consisted of twice-monthly infusions of single donor 
plasma. In addition, the patient had a long history of 
atopic dermatitis and bronchial asthma. 
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Fig 1.—Total alopecia of scalp and eyebrovvs. Eyelashes are 
normal in appearance, as are teeth. 


Immunologic Status of Patient With Common Variable 
Immunodeficiency and Atrichia With Papular Lesions 


Results 


253 (normal, 441-1135) 
30 (normal, 45-236) 

76 (normal, 47-200) 

4 (normal, 0-5.7) 
Normal 





IgG, mg/dL 

IgA, mg/dL 

IgM, mg/dL 

İgD, mg/dL 

Phytohemagglutinin 
stimulation 

Concanavalin A, pokeweed 

Skin test for tetanus 

Skin tests for 
streptokinase- 
streptodornase (SKSD), 
purified protein derivative 
(PPD), histoplasmin, 
trichophytin, coccidioidin, 
and Candida antigen 


No stimulation 
Positive 
Negative 


An investigation of the family history revealed that the 
patient’s father had a history of alopecia, also beginning at 
2 years of age, along with common variable immunodefi- 
ciency, characterized by multiple sinus infections, otitis 
media, and hypogammaglobulinemia. The father’s death 
occurred at the age of 26 years, secondary to Staphylococ- 
cus aureus sepsis. A paternal uncle also died at the age of 5 
years of an unknown respiratory ailment. Hair growth was 
normal in this uncle, and his immunologic status was not 
determined, as his death occurred prior to establishment 
of common variable immunodeficiency in his brother. Two 
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Fig 2.—Multiple 1- to 3-mm white cystic papules over posterior 
scalp. Similar lesions were present over upper trunk. 
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Fig 3.—Photomicrograph showing calcifying keratinous cyst 
with foreign body granulomas (hematoxylin-eosin, original mag- 
nification X40). 


paternal uncles, two paternal aunts, and five maternal 
aunts are all healthy without evidence of immunologic or 
ectodermal abnormalities. There were two younger sib- 
lings, both boys, who appeared to be healthy, and did not 
have alopecia or cystic lesions. Both paternal and maternal 
grandparents were healthy. Advanced paternal age was 
not present, which might account for a new dominant 
mutation. 


COMMENT 


In 1954, Damste and Prakken described three cases 
of congenital atrichia associated with cystic papular 
lesions.' Since that time, nine similar cases have been 
reported. Although congenital atrichia may accom- 
pany several dysplastic epidermal conditions, these 
patients were unique in that, along with their atrich- 
ia, keratin-filled follicular cysts were the only other 
notable cutaneous abnormality. 

In most cases of atrichia with papular lesions, the 
fetal hair on the scalp is normal at birth. This hair is 
usually shed within the first three months and is 
never replaced.’ However, three patients described 
by Czarnecki and Stiegl were hairless from birth. 
Interestingly, both our patient and his father had 
normal hair until the age of 2 years. Patients with 
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this syndrome retain normal eyelashes, and a fev 
have had sparse eyebrovvs. Absence of all body hair 
has been reported in each case. Biopsy specimens 
from areas of alopecia in these patients show normal 
sebaceous glands. The infundibula are well devel- 
oped, but malformation of the germinal end of the 
follicle leads to lack of hair shaft development.’ Some 
of the superficial cysts develop from these mal- 
formed follicles. Infiltrates containing several for- 
eign body giant cells surround these cysts.’ 

The most characteristic feature of patients with 
this disorder is the development of numerous kera- 
tin-filled follicular cysts over extensive areas of the 
skin. The age of onset of these lesions has varied, 
from as early as 2 years of age‘ to 26 years of age.’ 
The cysts are 1 to 3 mm in diameter, smooth, and 
white. These lesions are scattered over the greater 
part of the skin, and are especially numerous on the 
face, neck, scalp, and extremities. Unlike other ecto- 
dermal dysplasias, the teeth and nails are entirely 
normal in these patients. There are also no signs of 
eraniofrontal dysplasia.'! 

Two disorders, alopecia universalis and vellus hair 
cysts, both of which are seen in atopic individuals, 
enter into the differential diagnosis in our patient. 
Ikeda’ first described an association of alopecia 
areata with the atopic state. The onset of alopecia is 
usually early and the course is prolonged. Alopecia 
totalis developed in 75% of these patients. However, 
appearance of the typical cystic papules is lacking in 
alopecia areata, and onset of alopecia is typically 
much earlier in atrichia with papular lesions than in 
alopecia areata. Histologically, these two disorders 
are also easily separable. Alopecia areata shows 
miniature dystrophic hair structures with surround- 
ing lymphocytic infiltrates,’ but not foreign body 
giant cells, as are seen in atrichia with papular 
lesions. 

Eruptive vellous hair cysts, first reported by 
Esterly et al in 1977, typically present as multiple 
small asymptomatic reddish or brownish papules on 
the chest and the upper and lower extremities of 
children." Histologically, small cystic structures are 
seen in the middermis containing keratinous materi- 
al, surrounded by a granulomatous infiltrate. Unlike 
atrichia with papular lesions, however, vellous hairs 
are present in these cysts. Clinically, the cysts in 
eruptive vellus hair cysts are hyperpigmented 


instead of white as in atrichia with papular lesions, 
and alopecia is not typically present. 

The mode of inheritance of atrichia with papular 
lesions is uncertain. Three patients in Germany were 
brothers’ and two patients in Mexico were sisters.‘ 
Two affected brothers reported by Fonseca Moreton 
et al were the product of an incestuous relationship.‘ 
Therefore, autosomal recessive inheritance has been 
postulated.‘ Our case, in which both patient and his 
father were affected, might represent an autosomal 
dominant inheritance, although two generations is 
not adequate to document this assumption. The 
father and mother were nonconsanguineous, making 
a “pseudodominant inheritance,” in which an af- 
fected individual who mates with a carrier relative 
can produce an affected child, unlikely. 

Associated findings previously reported with 
atrichia with papular lesions are most likely random 
in nature. Two sisters in Mexico reported by del 
Castillo were mentally retarded.’ Mental develop- 
ment has been normal in other cases. A patient from 
Japan with this disorder was also found to have 
extensive polyposis throughout the gastrointestinal 
tract.. The association of atrichia with papular 
lesions, and common variable immunodeficiency as 
in our patient and his father, has not been reported 
previously. Since the skin is of ectodermal derivation 
and the immune-competent cells are derived from 
mesodermal tissue, an early embryological derange- 
ment is probably not operative. Therefore, this case 
may also represent two coincidental conditions. 

Atrichia with papular lesions is a rare presenta- 
tion of ectodermal dysplasia. Since hair is normal or 
nearly normal on the scalp at birth, complete agene- 
sis of hair follicles, as is present in some forms of 
ectodermal dysplasia, is not present. Damste and 
Prakken' postulated that these aberrant hair folli- 
cles were capable of forming hairs early in life, but 
were functionally damaged to the point where con- 
tinued hair growth was impossible. The cause of 
the dysplasia of the pilosebaceous unit remains 
unknown. Although the condition has been familial 
in a few cases, others have a negative family his- 
tory. 


This study was supported in part by the Babcock Fund, The 
University of Michigan, 3014 Flemming Administration Bldg, Ann 
Arbor. 
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Evidence for HTLV-I Associated With 
Mycosis Fungoides and B-Cell 


: Chronic Lymphocytic Leukemia 


Angela Peterman, MD; Myles Jerdan, MD; Steven Staal, MD; Bradley Bender, MD; 
Howard Striecher, MD, Jörg Schüpbach, MD; Lionel Resnick, MD 


e Human T-cell lymphotropic virus type | (HTLV-I) is a 


“human. retrovirus that can transform T-helper lympho- 


x cytes and is etiologically associated with adult T-cell 
5 İymphoma/leukemia. Mycosis fungoides represents a 
primary cutaneous lymphoma of helper T-cell origin, 
= while chronic lymphocytic leukemia is generally consid- 
zered to be a neoplastic. B-lymphocyte disorder. Our 
: patient had HTLV-I with coexistent mycosis fungoides 
and B-cell chronic lymphocytic leukemia. The concurrent 
“İymphold: proliferations may represent HTLV-I-associ- 
<: ated abnormalities of immunoregulation. 
— {Arch Dermatol 1986; 122:568-57 1) 


Mrs fungoides (MF) is a type of cutaneous 
< AVL T-cell lymphoma.’ Immunologic phenotyping 
with monoclonal antibodies, as well as in vitro 


- funetional studies, demonstrate that the disorder 


represents a neoplastic proliferation of the helper- 

inducer T-cell subset (OKT4*).** Chronic lymphocytic 

leukemia (CLL) is generally considered to be a 
neoplastic B-lymphocyte disorder.’ 

Human T-cell lymphotropic virus type I (HTLV-I), 

a human type C retrovirus, is endemic in southwest- 

‘ern Japan, the Caribbean, and the southeastern 
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United States. HTLV-I is etiologically associated 
with the development of adult T-cell leukemia/ 
lymphoma (ATL), a lymphoproliferative disorder of 
malignant helper-inducer T lymphocytes that is fre- 
quently accompanied by cutaneous lymphocytic infil- 
tration, opportunistic infections, and hypercalce- 
mia.’ Usually, ATL is distinguished from classic MF 
by clinical and epidemiologic findings. Furthermore, 
although nearly all patients with ATL have serum 
antibodies directed against HTLV-I, patients with 
MF have generally had seronegative test results.’ 

We herein describe a patient with well-docu- 
mented MF and B-cell CLL in association with 
HTLV-I seropositivity. The coexistence of typical MF 
and CLL in a patient with serum antibodies directed 
against HTLV-I may represent HTLV-I-associated 
abnormalities of immunoregulation. 


REPORT OF A CASE 


An 81-year-old man presented to The Johns Hopkins 
Hospital, Baltimore, with an asymptomatic skin eruption 
of three years’ duration. The patient denied previous 
transfusion, foreign travel, or family history of malignant 
neoplasms. On physical examination, he was found to have 
scaly, erythematous plaques involving the trunk and 
extremities (Fig 1). Lymphadenopathy and hepatospleno- 
megaly were not detected. Results of a physical examina- 
tion were clinically consistent with plaque stage I mycosis 
fungoides. Laboratory evaluation revealed a white blood 
cell count of 18,000/cu mm with 41% polymorphonuclear 
leukocytes, 47% lymphocytes, 4% monocytes, 1% eosino- 
phils, and 6% atypical lymphocytes. The total lymphocytic 
count was 8,600/cu mm. Cerebriform mononuclear (Söza- 
ry) cells were not identified. Immunoglobulin quantitation 
demonstrated reduced values for all fractions except IgM, 
which was normal. Serum protein immunoelectrophoresis 
failed to document.a monoclonal gammopathy. The chest 
roentgenogram and computed tomography of the abdomen 
were normal. : 

Microscopic examination of histologic specimens from 
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Fig 1.—Scaly, erythematous plaques on patient’s lower 
extremity. 


the skin revealed a diffuse bandlike infiltrate predomi- 
nantly composed of atypical lymphocytes and large mono- 
nuclear cells with convoluted nuclei (Fig 2). Epidermotro- 
pism with Pautrier microabscesses was a prominent fea- 
ture (Fig 3). The lymph node biopsy specimen demon- 
strated dermatopathic lymphadenitis. Examination of the 
bone marrow revealed a slightly hypercellular marrow 
with all normal hematopoietic elements present. There 
were several nonparatrabecular lymphoid aggregates. 

Immunoperoxidase staining of the cutaneous infiltrate 
revealed an infiltrate composed predominantly of T cells 
(OKT11"), the majority of which demonstrated the helper- 
inducer phenotype (OKT4*). A moderate number of Lang- 
erhans’ cells (OKT6*) were also noted. Staining for B cells 
(B1*) was negative. 

Monoclonal antibody analysis revealed that the majority 
(81% to 84%) of circulating lymphocytes carried markers 
for B lymphocytes (Leu 12", OKIa*, and anti-HLA-Dr"). 
These B lymphocytes were immature “pre-B” cells, which 
had Fe receptors but no surface immunoprotein. Approxi- 
mately 10% of the cells were T cells (OKT3* and OKT11"), 
the majority of which were helper-inducer cells (OKT4:). 

The autoradiograph obtained through the Southern blot 
technique revealed rearrangement of the heavy-chain 
immunoglobulin gene locus, indicating that the majority of 
the circulating cells were B cells originating from a single 
clone. 

The HTLV-I genome was not identified in the DNA of 
the patient’s peripheral lymphocytes by hybridization 
under conditions in which the virus was easily detected in 
cells from a patient with adult T-cell leukemia. 

An enzyme-linked immunosorbent assay (ELISA) and 
the Western blot technique utilizing whole disrupted 
HTLV-I revealed evidence of serum antibodies directed 
against HTLV-I (Fig 4). 


COMMENT 


A multifaceted approach using a variety of clinical 
and investigative techniques is essential to fully 
characterize lymphoproliferative disorders. We 
herein described a patient with the simultaneous 
occurrence of MF and B-cell CLL. The diagnosis of 
MF was established by clinical findings and light 
microscopy with immunoperoxidase staining, which 
demonstrated a cutaneous infiltrate composed of 
T-helper cells (OKT4). These findings are identical to 
the immunologic phenotypes of the majority of pre- 
viously reported cases of MF.” Immunologic charac- 
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Fig 2. —Atypical mononuclear cells (OKT4* demonstrated by 
immunoperoxidase staining) are evident vvithin epidermis and 
superficial dermis. Remainder of dermal bandlike mononuclear 
cell infiltrate is composed of frequent Langerhans’ cells (OKT6* 
demonstrated by immunoperoxidase staining), lymphocytes, 
and occasional histiocytes (hematoxylin-eosin, original magnifi- 
cation X280). 





Fig 3.—Epidermotropism and formation of Pautrier microab- 
scesses by atypical mononuclear cells is demonstrated. Note 
convoluted nuclei (hematoxylin-eosin, original magnification 
X 1,400). 


terization of the peripheral blood lymphocytes with a 
panel of monoclonal antibodies revealed a marked 
reduction of T cells (OKT3* and OKT11*); most of 
these T cells were of the T-helper (OKT4*) subset. 
Our patient demonstrated a unique clonal expansion 
of B cells consistent with a diagnosis of pre-B-cell 
CLL. Monoclonality was demonstrated in the periph- 
eral B-cell expansion by DNA extraction and evalua- 
tion for immunoglobulin-gene rearrangement. The 
detection of alterations in the size of immunoglobu- 
lin-gene fragments generated by restriction endonu- 
cleases is a sensitive marker for monoclonality and 
B-cell lineage.”” Similarly, T-cell receptor gene rear- 
rangements provide markers for monoclonal T-cell 
expansion.” Unfortunately, this test was unavailable 
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Fig 4. —Analysis of serum samples for antibodies to human 
T-cell lymphotropic virus type | (HTLV-I) by Western blot. Assay 
was performed as previously described.” Proteins from dis- 
rupted HTLV-I were applied by electrophoresis on polyacryla- 
mide gels, transferred to nitrocellulose paper, and incubated 
with serum from normal subject with no reactivity (subject 1), 
patient with adult T-cell leukemia with antibodies directed 
against HTLV-I proteins (subject 2), and patient with B-cell 
chronic lymphocytic leukemia and mycosis fungoides with 
reactivity to p24 (major HTLV core protein; subject 3). 


at the time of lymph node and bone marrow biopsies 
on our patient. 

One group" has isolated and characterized 
HTLV-I, a type C retrovirus, from patients with 
ATL. The characteristics of ATL are an aggressive 
course, cutaneous involvement and internal organ 
involvement, hypercalcemia, and lytic bone lesions.‘ 
Although ATL and MF are T-cell lymphomas that 
exhibit focal epidermal infiltration and Pautrier 
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microabscesses histologically in skin biopsy speci- 
mens,“ ATL may be distinguished from classic MF 
by its fulminant course and geographic clustering in 
regions of endemic HTLV-I infection. However, 
Yamaguchi et al" have described a subacute smolder- 
ing form of ATL that is characterized by long 
duration and the presence of a few atypical cells in 
the peripheral blood and skin. Furthermore, exten- 
sive serologic studies of patients with classic MF 
have failed to show a significant association with 
HTLV-I." In one study of patients with “pre-MF” 
and MF from Denmark, low titers of HTLV-I anti- 
body were detected in ten of 68 patients, using an 
ELISA.” The significance of low titers of antibody in 
this series of patients with MF is unknown, but the 
possible explanations are as follows: (1) a restricted 
level of virus replication, (2) a transitory infectious 
HTLV-I stage, and (3) the existence of a cross- 
reactive variant of HTLV-I. Low titers of antibody 
to disrupted HTLV-I were detected in our patient 
with both ELISA and the Western blot technique. 

The HTLV-I DNA sequences were not found in the 
peripheral B lymphocytes of our patient. The HTLV- 
I has been isolated from transformed T cells, not the 
B cells, of patients with ATL.” Only rarely have 
HTLV-1 sequences been found in the B cells of a 
patient with ATL.” Although there are several cases 
of concurrent B-cell CLL and HTLV-I seropositivi- 
ty,” we know of only one documented case of B-cell 
CLL in which HTLV-I DNA sequences were identi- 
fied. The sequences were detected only in the cul- 
tured T cells, not in the B cells.” Several attempts to 
isolate and stimulate the peripheral T lymphocytes 
of our patient were unsuccessful, perhaps as a result 
of the markedly diminished numbers of circulating T 
cells. Studies are ongoing to attempt to isolate 
HTLV-I DNA sequences from the T lymphocytes of 
our patient. 

The simultaneous occurrence of T-cell and B-cell 
lymphoproliferative processes is not without prece- 
dent. Mycosis fungoides has been reported to develop 
in conjunction with multiple myeloma,” well-differ- 
entiated lymphocytic lymphoma,” and B-cell CLL.” 
Several explanations may account for the association 
of HTLV-I antibody and biclonal lymphoprolifera- 
tive disorders. The presence of HTLV-I may be 
incidental; the neoplasms may represent spontane- 
ous biclonal lymphoid proliferations, with the neo- 
plastic T-helper lymphocytes retaining helper cell 
function and stimulating a B-cell proliferation. Con- 
versely, HTLV-I may have a role in the pathogenesis 
of coexisting lymphoid proliferations. The HTLV- 
I-transformed T cells may stimulate a monoclonal 
B-cell proliferation. The clonal proliferation of B 
lymphocytes in CLL may represent a malignant 
transformation of an antigen-committed B lympho- 
cyte responding to the antigenic stimulation of the 
HTLV-T-infeeted T cells. The B lymphocytes prolif- 
erate and produce antibody directed against HTLV-I, 
with transformation to malignancy resulting 
because of a second oncogenic event. Cultured human 
T cells, transformed by HTLV-I, release lympho- 
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_kines, such as B-cell growth factor, which could 
-amplify the B-cell population.” 
_ Several cases of B-cell CLL with HTLV-I seroposi- 
tivity have been reported in Nigeria and Jamaica.” 
HTLV-I may also play a role in the pathogenesis of 
B-cell proliferations by infecting T lymphocytes and 
_ altering specific T-cell function.” In vitro testing has 
< shown that HTLV-T-infected T cells from patients 
with ATL functioned as suppressor cells and inhib- 
ited synthesis of immunoglobulin by pokeweed mito- 
gen-induced populations of B cells.” Other research- 
ers have demonstrated that in vitro human cultured 
T cells respond to HTLV-I infection with increased 
‘spontaneous proliferation” and indiscriminate stim- 
ulation of polyclonal immunoglobulin production by 
| the B cells.” Diminished T-lymphocyte function in 
-vivo may allow other antigenic stimuli to chronically 
stimulate the B cells, leading to polyclonal activation 
and subsequent monoclonal proliferation of a B 

















lymphocyte transformed by a second oncogenic 
event. HTLV-I-associated T-cell malignant neo- 
plasms are clinically linked with immunocompro- 
mised states, manifested both by opportunistic infec- 
tions’ and by an increased risk of B-cell lymphoid 
malignancies." 

Our patient has concurrent T-cell and B-cell lym- 
phoproliferative diseases in association with anti- 
body directed against HTLV-I. It is tempting to 
speculate that the weak HTLV-I antibody response: 
in this patient may reflect the identification of a 
previously unrecognized variant of HTLV-I exhibit- 
ing serologic cross-reactivity directed against p24, 
the major viral core protein. This case may be an 
example of the subacute, smoldering form of ATL. 
The full spectrum of disease associated with HTLV-I 
is not known. Despite recent advances, much remains 
to be learned about the relation between HTLV-I 
infection, immune function, and neoplasia. 


References 


1. Lamberg SI, Green SB, Byar DP, et al: Clinical staging for 
cutaneous T-cell lymphoma. Ann Intern Med 1984;100:187-192. 

2. Hayes BB, Metzgar RS, Minna JD, et al: Phenotypic charac- 
terization of T-cell lymphomas. N Engl J Med 1981:304:1319- 
1823, 

3. Kung PC, Berger CL, Goldstein G, et al: Cutaneous T-cell 
lymphoma: Characterization by monoclonal antibodies. Blood 
1981:57:261-266. 

4. Berger CL, Warburton D, Raafat J, et al: Cutaneous T-cell 

“lymphoma: Neoplasm of T-cells with helper activity. Blood 

< 1979:53:642-651, 
Be Levy R, Warnke R, Dorfman RF, et al: The monoclonality of 
human B-cell lymphomas. J Exp Med 1977;145:1014-1028. 

“6, Broder S, Bunn PA, Jaffe ES, et al: T-cell lymphoprolifera- 
tive syndrome associated with human T-cell leakemia/lymphoma 
virus. Ann Intern Med 1984;100:543-557. 

7. Gallo RC, Wong-Staal F: Retroviruses as etiologic agents of 
some animal and human leukemias and lymphomas and as tools 
for elucidating the molecular mechanism of leukemogenesis. 
Blood 1982;60:545-557. 

8. Arnold J, Cossman J, Bakhashi A, et al: Immunoglobulin- 
gene arrangements as unique clonal markers in human lymphoid 
neoplasms. N Engl J Med 1983;309:1593-1599. 

9. Cleary ML, Chao J, Warnke R, et al: Immunoglobulin gene 

— rearrangement as a diagnostic criterion of B-cell lymphoma. Proc 

‘Natl Acad Sci USA 1984;81:593-597. 

10. Waldemann TA, Davis MM, Bongiovanni KF, et al: Rearran- 
_-gements of genes for the antigen receptor on T-cells as markers of 
-o Hneage and clonality in human lymphoid neoplasms. N Engl J 

— Med. 1985;313:776-783. 

11. Poiesz BJ, Ruscetti FW, Gazdar AF, et al: Detection and 

- isolation of type C retrovirus particles from fresh and cultured 
lymphocytes of a patient with cutaneous T-cell lymphoma. Proc 

Nati Acad Sci USA 1980;77:7415-7419. 

12. Gallo RC, Mann D, Broder S, et al: Human T-cell leukemia- 
lymphoma virus (HTLV) is in T but not B lymphocytes from a 
patient with cutaneous T-cell lymphoma. Proc Natl Acad Sci USA 
1982;79:5680-5683. 

13. Poiesz BJ, Ruscetti FW, Rietz MS, et al: Isolation of a new 
type C retrovirus (HTLV) in primary uncultured cells of a patient 
with Sézary T-cell leukaemia. Nature 1981;294:268-271. 

14. Jaffe ES, Blattner WA, Blayney DW, et al: The pathologic 
spectrum of adult T-cell leukemia/lymphoma in the United 

< States. Am J Surg Pathol 1984;8:263-275. 

20018, Blattner WA, Clark JW, Gibbs WN, et al: Human T-cell 
leukemia/lymphoma virus: Epidemiology and relationship to 

human malignancy, in Gallo RC, Essex ME, Gross L (eds): Human 

T-cell Leukemia/Lymphoma Virus, Cold Spring Harbor, NY, Cold 
< Spring Harbor Laboratory, 1984, pp 267-274. 
















Arch Dermatol—Vol 122, May 1986 


16. Yamaguchi K, Nishimura H, Kohrogi H, et al: A proposal 
for smoldering adult T-cell leukemia: A clinicopathologic study of 
five cases. Blood 1983;62:758-766. 

17. Wantzin GL, Saxinger WC, Woods A, et al: Human T-cell 
leukemia virus in cutaneous T-cell lymphoma in Denmark. Acta 
Derm Venereol 1984;64:395-399. 

18. Saxinger WC, Lange-Wantzin G, Thomsen K, et al: Human 
T-cell leukemia virus: A diverse family of related exogenous 
retroviruses of humans and old world primates, in Gallo RC, 
Essex ME, Gross L (eds): Human T-cell Leukemia/Lymphoma 
Virus. Cold Spring Harbor, NY, Cold Spring Harbor Laboratory, 
1984, pp 323-330. 

19. Koeffler HP, Chen SY, Golde DW: Characterization of a 
novel HTLV-infected cell line. Blood 1984;64:482-490. 

20. Fleming AF, Yamamoto N, Bhusnurmath SR, et al: Anti- : 
bodies to ATLV (HTLV) in Nigerian blood donors and patients 
with chronic lymphatic leukemia or lymphoma. Lancet 1983,2:394- 
335. 

21. Blattner WA, Saxinger C, Clark J, et al: Human T-cell 
leukemia/lymphoma virus-associated lymphoreticular neoplasia 
in Jamaica. Lancet 1983;2:61-64. 

22. Clark JW, Hahn BH, Mann DL: Molecular and immunologie 
analysis of an HTLV-positive CLL case from Jamaica. Cancer, in 
press. 

23. Weiss VC, Barsky GJ, Soloman LM: Cutaneous T-lympho- 
cyte lymphoma in association with multiple myeloma. Arch 
Dermatol 1984;120:499-501. i 

24. Geerts ML, Hamers J, Schwarze EW, et al: Mycosis. fun- 
goides and lymphoplasmacytoid immunocytoma in the same 
patient. Cancer 1984;54:2294-2299. 

25. Sheibani K, Forman SJ, Winberg CD, et al: Coincidence of 
B-cell chronic lymphocytic leukemia and cutaneous T-cell lympho- 
ma (mycosis fungoides): Immunologie characterization by mono- 
clonal antibodies. Blood 1983;62:1176-1181. 

26. Salahuddin SZ, Markham PD, Lindner SG, et al: Lympho- 
kine production by cultured human T-cells transformed by human 
T-cell leukemia/iymphoma virus I. Seience 1984-;223:703-707, 

27. Popovic M, Flomenberg N, Volkman DJ, et al: Alteration of ` 
T-cell functions by infection with HTLV-I or HTLV-II. Science 
1984;226:459-462. 

28. Uchiyama T, Sagawa K, Takatsuki K, et al: Effect of adult 
T-cell leukemia cells on pokeweed mitogen-induced normal B-cell 
differentiation. Clin Immunol Immunopathol 1978;10:24-34. 

29. Mitsuya H, Guo HG, Megson M, et al: Transformation and 
cytopathogenic effect in an immune human T-cell clone infected 
by HTLV-I. Science 1984;223:1293-1296. 

30. Schüpbach J, Holler O, Vogt M: Antibodies to HTLY-HI 
Swiss patients with AIDS and pre-AIDS and in groups 
AIDS. N Engl J Med 1985;312:265-270. r 


HTLV-I—Peterrt 


























- Multiple Hamartoma Syndrome 


 (Covvden”s Disease) 


Associated With Non-Hodgkin’s Lymphoma 
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e A 70-year-old woman with the multiple hamartoma 
syndrome is. described. Diagnosis was based on the 
- Clinical presentation and histopathologic examination of 
cutaneous trichilemmomas. The case is reported to doc- 
ument the association of Cowden’s disease with non- 
Hodgkin’s lymphoma. This is the first known report of the 
occurrence of trichilemmomas in the sacral area. The 
literature concerning the association of the multiple 
hamartoma syndrome with malignancy is reviewed. 

(Arch Dermatol 1986;122:572-575) 


(order's disease, or multiple hamartoma syn- 
< drome, is an uncommon autosomal dominant 
condition in which the patients manifest many 
benign and malignant tumors. Early diagnosis of 
` this potentially fatal systemic disease is made possi- 
ble by often subtle but characteristic cutaneous 
signs. Management of these patients includes close 
surveillance for changes in general health or in 
findings of the physicoal examination, genetic coun- 
seling of affected parents, and careful family screen- 
ing. 

We herein describe a patient who developed trichi- 
lemmomas in a previously unreported area, the 


<<" gacrum. The patient developed non-Hodgkin’s lym- 


phoma, a malignant neoplasm not previously re- 
ported (to our knowledge) in association with Cowd- 
“en’s syndrome. 


REPORT OF A CASE 


In 1977, a 63-year-old woman was seen at the Wilson 
(NC) Dermatology Clinic for evaluation of facial papules of 
long duration. Biopsy specimens of several of the papules 
revealed trichilemmomas, and a diagnosis of Cowden’s 
disease was made. 

On March 5, 1984, the patient, now 70 years old, was seen 
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at Walter Reed Army Medical Center, Washington, DC, for 
a follow-up evaluation and for cosmetic surgery for her 
facial trichilemmomas. 

Pertinent medical history revealed that, in 1964, uterine 
adenocarcinoma was diagnosed and treated by total 
abdominal hysterectomy and bilateral salpingo-oophorec- 
tomy with an intraoperative radium implant. In 1972, 
non-Hodgkin’s lymphoma was diagnosed through results 
of the biopsy of a cervical lymph node. The patient received 
6,000 rad to the cervical region. Four years later, a mixed 
adenomatous polyp/villous adenoma with severe atypia 
was removed by low anterior resection of. the sigmoid 
colon. In 1980, the patient underwent a modified radical 
mastectomy for an infiltrating ductal carcinoma of the 
right breast. Results of biopsies of all lymph nodes were 
normal. 

Physical examination in March 1984 was significant for 
multiple verrucous 1- to 3-mm papules on the patient’s face 
and ears (Fig 1). Scattered firm 1- to 3-mm papules were 
present on the patient’s gingiva. Two keratotic 1-mm 
papules were noted on the dorsum of the patient’s left 
hand. Several smooth 1- to 3-mm papules were present on 
sacral skin. Three 0.5- to 1-cm subcutaneous nodules were 
present on the lateral aspect of the patient’s right thigh. In 
addition, adenoid facies, a high arched palate, a thickened 
furrowed tongue, pectus excavatum, and scoliosis were 
present. Multiple abdominal surgical scars and evidence of 
a right modified radical mastectomy were noted. The 
patient’s thyroid was nonpalpable. 

Biopsy specimens of facial and sacral papules revealed 
typical trichilemmomas. Lobules of cells with peripheral 
palisading, many clear cells, and a thickened basement 
membrane zone were present (Figs 2 and 3). Biopsy 
specimens of thigh nodules revealed mature fat consistent 
with lipomas. Thyroid function tests demonstrated mild 
hypothyroidism. A thyroid scan revealed mild hypofunc- 
tion consistent with previous irradiation. Barium contrast 
studies of the upper and lower gastrointestinal tracts 
revealed diverticula of the small and large intestines. An 
intravenous pyelogram demonstrated a mass defect of the 
lower pole of the right kidney: Abdominal ultrasonography 
showed the defect. to be a cyst. A bone scan revealed 
increased uptake at S-1. Lumbosacral and cervical bone 
films revealed only degenerative joint disease. A computed : 
tomographic scan of the head demonstrated cerebellar 
atrophy consistent with previous irradiation. Chest roent- 
genogram, skull films, mammogram, and liver spleen scan 
were normal. 

The patient was found to be anergic to skin test antigens, 
including purified protein derivative, tetanus toxoid, 
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Fig 1.—Facial trichilemmomas. 


mumps, Candida, and triehophytin. Results of in vitro 
T-cell stimulation studies with concanavalin A, phytohe- 
magglutinin, and tetanus toxoid were normal. Immuno- 
globulin levels were normal. 

On March 27, 1984, the patient underwent prophylactic 
simple mastectomy of the left breast. Dermabrasion was 
performed for removal of facial trichilemmomas on April 
11, 1984. 


COMMENT 


In 1963, Lloyd and Dennis: reported the case of a 
20-year-old woman with multiple hyperkeratotic 
papules of the lips, alveolar ridges, and palate. The 
patient demonstrated adenoid facies, a high arched 
palate, hypoplasia of the mandible and maxilla, 
hypoplasia of the soft palate and uvula, a thickened 
and furrowed tongue, pectus excavatum, scoliosis, 
and numerous verrucae simplex over the dorsa of 
both hands. The patient had gross deformity of the 
breasts with nodularity, a reticulated discoloration, 
and ulceration. A thyroid mass was present. Biopsy 
specimens of breast and thyroid tissue showed epi- 
thelial overgrowth “indistinguishable from carcino- 
ma.” The patient died of metastatic breast carcino- 
ma in 1973. 

The authors believed that this constellation of 
findings might represent a “new symptom complex 
with multiple system involvement.” They named the 
new syndrome “Cowden’s disease” after the surname 
of the propositus. We are aware of 74 well- 
documented cases of Cowden’s disease that have 
been reported in the English literature’ as well as 
one other case encountered at Walter Reed Army 
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Fig 2.—Shave biopsy specimen of facial papule, diagnosed as 
trichilemmoma 
X40). 


(hematoxylin-eosin, original magnification 
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Fig 3. —Shave biopsy specimen of sacral papule, diagnosed as 
trichilemmoma (hematoxylin-eosin, original magnification 
X100). 


Medical Center (James Hennessey, MD, unpublished 
observation, October 1984). These cases are summa- 
rized in Table 1. 

The designation ”multiple hamartoma syndrome” 
was proposed in 1972 by Weary et al, emphasizing 
the presence of multiple hamartomatous anomalies 
of various organs. 

A variety of malignant neoplasms, most commonly 
of the breast and thyroid, have been associated with 
Cowden’s syndrome. To our knowledge, this is the 
first case of Cowden’s syndrome in which a lympho- 
proliferative malignant neoplasm has been re- 
ported. 

Among the 76 patients with the multiple hamarto- 
ma syndrome reviewed in this report, 15 (20%) 
developed breast cancer. In five (3376) of these 
patients, the neoplasm was bilateral. Five (7%) of 
the patients developed a thyroid carcinoma, and 14 
(18%) of the 76 patients developed malignancies 
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Table 1.—Revlievv of English. Literature 
of Cases of Covvden”s Disease’ 









Source, yr Patient/Sex Malignancy 





Table 1.—Revlievv of English Literature of Cases of 
Covvden”s Disease” (cont) 


Source, yr 


Patient/Sex 


Malignancy 


















Lloyd and Dennis,' 1963 1/F Thyroid, breast 
Salem and Steck,” 1973 2/F 
Weary et al,3 1972 3/M 


Sogel et al,”5 1983 


50/M 





51/F 


BCC 





52/M 


























A/F 
5/F 











Thyroid 















































































































































































6/F 
T/F 
Gentry et al,” 1974 8/F Breast 
9/Mt 
10/M 
11/M 
Gentry et al,” 1975 12/F 
13/M 
14/F Breast 
Siegel, 1975 15/M Melanoma 
Burnett et al,” 1975 16/F Breast, colon 
17/F Thyroid 
Greer et al,” 1976 18/F 
Lorincz and Park,? 1977 19/M 
Brownstein et al, 7 1977 20/F ə 
Camisa et al,'! 1984 21/M SCC of tongue, 
perianal BCC 
Weinstock and Kavvanishi, 17 22/M 
1978 
Nuss et al, 13 1978 23/M A 
24/M Lung, SCC of skin 
25/M 
26/M 
Brownstein et al,'4 1978 27/F Breast 
28/F Breast 
29/F Breast 
30/F Breast, liposarco- 
ma of left arm 
ı 31/F Breast 
Wade and Kopf, '® 1978 32/F əə 
Allen et al, 5 1980 33/F Uterine cervix 
Gertzman et al, 1” 1980 34/M 
Yuasa et al, 15 1980 35/Ft 
Gold et al, 9 1980 36/M 
Hauser et al,2° 1980 37/F 
38/M ə 
39/M Bladder 
Ortonne et al,2' 1980 40/M 
Thyresson and Doyle,?? 41/F 
1981 42/M beş 
43/F Thyroid 
44/F zs 
Bart and Kopf,”3 1981 45/M SCC of skin 
Ruschak et al,?4 1981 46/M AML 
Jones et al,?5 1981 47/MT əz 
Elton et al,77 1981 48/M Possibly breast 
: carcinoma 
Aylesworth and Vance,?7 49/F Endometrial carci- 
1982 noma 





*SCC indicates squamous- cell carcinoma; AML, acute myelogenous 
leukemia; and BCC, basal cell carcinoma. 
tProbable case. 
+Possible case. 
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Aram and Zidenbaum,?9 


1983 


53/Fi 





Starink,30 1984 


54/F 





55/M 





56/F 





57/F 


Breast 





58/F 





59/M 





60/Ft 





61/F 





62/F 





63/F 





64/F 





65/F 





66/F 


Uterine cervix, 
breast 





67/F 


Breast 





Halevy et al,5? 1985 


69/F 





70/M 





71/F 





Gorensek et al,3? 1984 


72/F 





73/M 


Colon, carcinoma 
of upper lip 
Breast 








Hennessey (unpublished 
observation), 1984 


Thyroid 





Present case 


Breast, uterine 
adenocarci- 
noma, non- 
Hodgkin’s 
lymphoma 


Table 2.—Distribution of Reported 
Cases by Type of Malignancy 


Malignancy * 


No. (%) 
of 
Patients 
(N = 76) 


No. (%) 
of Male 
Patients 
(N = 31) 


No. (%) 
of Female 
Patients 
(N = 45) 





Breast 


15 (20) 


1 (3) 14 (31) 





Thyroid 


5 (7) 


1 (3) 4 (9) 





Uterine adenocarcinoma 


2 (3) 


0 2 (4) 





SCC of skin 


2 (3) 


2 (6) 0 





Adenocarcinoma of colon 


2 (3) 


1 (3) 1 (2) 





Adenocarcinoma of lung 


1 (1) 


1 (3) 





AML 


101) 


1 (3) 





Transitional cell 
carcinoma of bladder 


101) 


1 (3) 





Uterine cervix 


2 (3) 





Liposarcoma of arm 


1 (1) 





Melanoma 


141) 





BCC 


2 (3) 





Non-Hodgkin’s lymphoma 


11) 





SCC of tongue 


1 (1) 





Carcinoma of lip 


1(1) 





* SCC indicates squamous cell carcinoma; AML, acute myelogenous 


leukemia; and BCC, basal cell carcinoma. 








_ other than of the breast and thyroid. These included 
adenocarcinomas of the colon (two cases), lung (one 
case), and uterus (two cases); acute myelogenous 
leukemia (one ease); transitional cell carcinoma of 
the bladder (one case); carcinoma of the uterine 
— cervix (two cases); liposarcoma of the arm (one case); 
_ malignant melanoma (one case); two cases each of 
< squamous and basal cell carcinomas of the skin; 
squamous cell carcinoma of the tongue (one case); 
carcinoma of the lip (one case); and non-Hodgkin’s 
lymphoma (present case). These results are summa- 
rized in Table 2. The high incidence of bilateral 
malignancy in patients with breast carcinoma should 
prompt consideration of prophylactic mastectomy of 
the uninvolved breast in patients with Cowden’s 
— disease and breast carcinoma. 

Common benign features associated with the mul- 
tiple hamartoma syndrome include facial papules 
(present in 66 [87%] of the reported cases); oral 
mucosal papules in 62 cases (82%); acral keratotic 
papules in 52 cases (68% ); a thyroid goiter, adenoma, 
or nodule in 47 cases (62%); lipomas in 32 cases 
(42% ); and gastrointestinal polyps in 28 cases (37% ). 
Fibrocystic disease of the breast was noted in 21 
(47% ) of the female patients. 















To our knowledge, this is the first report of sacral. 
trichilemmomas in a patient with the multiple 
hamartoma syndrome. A biopsy specimen from the — 
sacral papules showed the typical features of lobular 
epithelial proliferation with peripheral palisading 
clear cells and a prominent basement membrane. 
zone (Fig 3). In reviewing 30 extrafacial lesions from 
patients with Cowden’s syndrome, Starink et al” 
reported 13 verruca vulgaris-like lesions, four acro- 
keratosis verruciformis-like lesions, four hyperkera- 
totic acanthomas (palmoplantar lesions), one 
inverted follicular keratosis, four dermal fibromas, 
one lipoma, two hemangiomas, and one lymphangio- 
ma. The finding of well-developed extrafacial trichi- 
lemmomas in our patient appears to be unique. 

Careful surveillance for the development of malig- 
nancy cannot be overemphasized. The patient whom 
we described developed three different malignant 
neoplasms detected over 16 years. In each case, early 
detection allowed for effective therapy. Early diag- 
nosis of the multiple hamartoma syndrome as well as 
family screening, genetic counseling, and surveil- 
lance for the development of malignancy in affected 
family members can decrease morbidity for the 
families involved. 
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Lupus Erythematosus Panniculitis 
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of C2 and C4 in a Child 


Alain Taieb, MD; Jean-Pierre Hehunstre, MD; Joëlle Goetz, MD, Jean-Etienne Surleve Bazeille; 
Dominique Fizet, MD; Georges Hauptmann, MD; Jean Maleville, MD 


ə A 7-year-old girl developed recurrent febrile nodules 
and subcutaneous plaques on her arm, shoulder, and 
face. Primary acquired toxoplasmosis was diagnosed at 
onset, because of associated lymphadenopathy and 
« detection of specific IgM. Skin lesions were responsive 
“to therapy with systemic steroids but progressed to 
atrophy and poikiloderma within a few months. Subse- 
quently, chloroquine therapy has been instituted and no 
-relapse has occurred. Histopathologic findings and direct 
immunofluorescence studies were diagnostic of lupus 


_ erythematosus panniculitis. Electron microscopy showed 


lamellar inclusions within mast cells. Results of laborato- 


“ry investigations disclosed leukopenia and hypocomple- 


‘mentemia with low C2 serum levels. A family study of the 

-complement system, including C4 and Bf phenotyping 
“and HLA A, B, and DR haplotyping, revealed the carriage 

“Of both C2 and C4A null alleles in the propositus. This 
observation suggests an additional link between lupus 

-erythematosus panniculitis and the remainder of the 
` lupus erythematosus clinical spectrum. 

(Arch Dermatol 1986; 122:576-582) 


. İp erythematosus panniculitis (LEP) is a rare 
condition, characterized clinically by deep sub- 
cutaneous nodules or plaques situated on the face, 
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scalp, proximal extremities, trunk, or lower back, 
occurring mostly in middle-aged women.' Differen- 
tial diagnosis includes other connective-tissue dis- 
ease panniculitis (scleroderma and dermatomyosi- 
tis), Weber-Christian disease, protease inhibitor 
deficiencies, erythema nodosum, lipodystrophies, 
and sarcoidosis. Diagnosis is especially difficult 
when other features of lupus erythematosus (LE), 
either discoid (DLE) or systemic (SLE), are absent. 
Antinuclear antibodies (ANAs) are found inconsis- 
tently. Direct immunofluorescence is especially help- 
ful since immunoglobulins or C3 deposits may be 
found in the basement-membrane zone (BMZ). 
Reports of LEP in children are exceptional in the 
literature." 

We report a case of LEP in a young girl who had a 
relapsing steroid-responsive panniculitis, associated 
with hypocomplementemia and probably triggered 
by acquired toxoplasmosis. Histopathologic findings 
and immunofluorescence studies were consistent 
with a diagnosis of LEP. Electron microscopy 
showed distinctive lamellar inclusions within mast ` 
cells. A study of the HLA A, B, and DR haplotypes, 
factor B (Bf) and C4 complotypes, and complement 
titrations in the patient and her family led us to 
discover a double heterozygous deficiency in comple- 
ment C2 and C4 components in the propositus. 


REPORT OF A CASE 


When first examined in our institution on Aug 23, 1984,a 
T-year-old girl with an unremarkable medical history 
presented with a dermatosis of four months duration, the 
course of which is summarized in Fig 1. 

Her right shoulder skin was primarily involved, and the 
initial diagnosis was insect bite. A first course of antibiotic 
therapy was unsuccessful. A biopsy specimen obtained on 
April 28, 1984, was interpreted by the pathologist as 
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showing “nonspecific subacute nodular dermohypoderma- 
titis.” Axillary and cervical lymphadenopathy developed 
subsequently, and a tentative diagnosis of acquired prima- 
ry toxoplasmosis was made on the basis of a positive 
Sabin-Feldman dye test (1:3,200) and the simultaneous 
detection of specific IgM. The patient was given spiramy- 
cin, co-trimoxazole (sulfamethoxazole and trimethoprim), 
and low-dose prednisolone therapy. Transient improve- 
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Fig 2.—Left, Swelling and nodules on face. Right, Plaque on arm. 


ment of her shoulder lesions was noted, and apyrexia was 
achieved. She suffered a relapse a few days after discon- 
tinuation of treatment, and new lesions appeared on her 
right arm and upper neck, along with fatigue and fever. On 
July 17, 1984, she was admitted to another hospital. 
Results of blood cultures and routine laboratory tests were 
normal, except for a mild elevation of the erythrocyte 
sedimentation rate ([ESR], 20 mm/hr) and leukopenia 
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Fig 3.—Top, Lichenoid infiltrate with degeneration of basal 
lamina (hematoxylin-eosin, X200). Middle, Deep dermal lym- 


phohistiocytic nodule (hematoxylin-eosin, X200). Bottom, 
Small round cell panniculitis (hematoxylin-eosin, X200). 


(white blood cells, 3,300/cu mm with 31% neutrophils). A 
test for ANAs using mouse liver as a substrate was 
negative. The patient was discharged on a regimen of 
penicillin and high-dose prednisolone (20 mg/day). When 
the dose of prednisolone was tapered to 20 mg every two 
days, another febrile relapse prompted the patient’s refer- 
ral to our institution. 

On physical examination, the patient’s temperature was 
88 °C and she had facial edema with hard, nontender, 
subcutaneous nodules on her cheeks and upper neck. No 
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Fig 4.—Immunofluorescence microscopy showing IgM staining 
of basement membrane zone (X 120). 


eyelid edema or proptosis was recorded. Other firm 
plaques were noted on her right shoulder and on the 
extensor aspect of her right arm (Fig 2). The skin over the 
plaques was erythematous, with patchy peripheral desqua- 
mation. The edge of the spleen was palpated. 

Results of laboratory studies were as follows: white 
blood cells, 2,600/cu mm with 54% neutrophils, 38% lym- 
phocytes, and 8% monocytes; hematocrit, 35.6%; ESR, 13 
mm/hr; aspartate aminotransferase, 61 IU/L; alanine 
aminotransferase, 33 IU/L; total hemolytic complement, 
15% of mean normal level (normal, 70% to 13077 ), with 
normal C3 and C4; presence of circulating immune com- 
plexes containing Clq, C4, IgG, IgM, and rheumatoid 
factor; total serum protein, 7.8 g/dL, with 40.5% albumin, 
5.9% a,-globulin, 14% a,-globulin, 15.2% 8-globulin, 24.4% 
y-globulin, and normal immunoelectrophoresis; serum fer- 
ritin, 6.18 ng/mL; dye test, positive (500 IU/mL), with 
absence of IgM; and hepatitis B serology, negative. 
Epstein-Barr serology showed a profile of previous immu- 
nization (IgG viral capsid antigen, 80/160, early antigen, 
<10, and Epstein-Barr nuclear antigen, 80), and ANAs and 
anti-DNA antibodies (using Crithidia luciliae with indi- 
rect immunofluorescence) were not detected. Spiramycin 
and prednisolone therapy (10 mg every two days) was 
resumed. On Sept 19, 1984, the patient felt improvement 
and was afebrile. Facial swelling was less prominent, and 
the skin was more squamous over the subcutaneous 
plaques. Visceral examination showed no abnormalities. 
Laboratory studies disclosed the following values: white 
blood cells, 3,700/cu mm, with 44% neutrophils, 1% baso- 
phils, 44% lymphocytes, and 11% monocytes; ESR, 11 
mm/hr; serum IgG, 1,500 mg/dL; IgA, 210 mg/dL; and 
IgM, 160 mg/dL. A Coombs test was negative, and the total 
hemolytic complement was 21% of mean normal level, 
with normal C3 and C4. Immune complexes were again 
detected. Serum creatinine was within normal range, and 
there was no proteinuria or hematuria. A second biopsy 
specimen was obtained from the right arm plaque. The 
biopsy specimen was processed for light, immunofluores- 
cence, and electron microscopy, and results of the first 
biopsy specimen were reviewed. 


MATERIALS AND METHODS 
Conventional Microscopy 


In the first biopsy specimen (Fig 3), nodules of round 
cells were found within the deep dermis around vessels and 
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Fig 5.—Left, Lamellar netvvork vvithin cytoplasm of mast cell (X32,000). 
Note regular cross striation in interlamellar spaces. Right, Spindlelike 
lamellar inclusions within cytoplasm of adnexal cells (X 16,000). 


C2, %t 
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CH50 Hemolytic Hemolytic 
Titration, Units /mL Titration 


Radial 
Immunodiffusion 





Propositus 25 67 


52 





Sister 30 ND 


45 





Father 43 ND 





Mother 26 ND 


50 





Normal values 


*ND indicates not done. 





tPercent of mean normal level (pool of 40 normal serum specimens stored at —70 °C). 


Test performed by François C. Berthoux, MD. 


adnexa. An infiltrate was seen in close approximation to 
the epidermis in a lichenoid pattern, with damage to the 
basal cell layer, and an irregular periodic acid-Schiff- 
positive material was seen beneath the basement mem- 
brane. The subcutaneous tissue was involved both in 
interlobular septa, where the vessel walls appeared thick- 
ened and infiltrated by lymphocytes and a few polymor- 
phonuclear leukocytes, and in lobular fat, where lympho- 
histiocytic infiltrates were noted. 

In the second biopsy specimen, the epidermis was hyper- 
keratotic with follicular plugging; there was a mild super- 
ficial dermal mononuclear infiltrate. In the deep dermis, 
some foci of perivascular infiltrate persisted with lympho- 
cytes, polymorphonuclear leukocytes, and some eosino- 
phils. In the subcutaneous tissue, septal collagen bundles 
were thickened and hyalinized. Lobular fat was moderate- 
ly infiltrated with mononuclear leukocytes, and some 
figures of fat necrosis with adipophagia were observed. 
Results of periodic acid-Schiff and Ziehl staining for 
microorganisms were normal. 

There were no mucinous changes or calcifications 
observed in either specimen. 


İmmunofluorescence Microscopy 


Granulous deposits of IgM were seen within the BMZ, as 
well as perivascular IgA and fibrin deposits in the superfi- 
cial and middermis (Fig 4). An indirect immunofluores- 
cence study using antitoxoplasma serum did not demon- 
strate any parasite in the tissues. 


Electron Microscopy 


The following two types of intracytoplasmic inclusions 
were demonstrated by electron microscopy (Fig 5): (1) 
approximately 10-nm-thick lamellar inclusions were found 
exclusively within mast cells, and (2) 0.5-to 2.0-um-long, 


Arch Dermatol—Vol 122, May 1986 


spindlelike lamellar inclusions were found within some 
epithelial adnexal cells. No tubuloreticular arrays (lupus 
inclusions) could be found either in endothelial or in other 
types of cells. 

A diagnosis of LEP was considered probable. However, 
the persistent hypocomplementemja associated with nor- 
mal C3 and C4 levels led us to assess the complement 
system more comprehensively; Bf, Clq, factor H, and 
C1INH (antigenic and functional assays) were within 
normal range. However, the hemolytic C2 level was signif- 
icantly decreased (Table 1). The patient was admitted to 
the pediatric dermatology unit on Dec 6, 1984. The dose of 
prednisolone had been increased to 1 mg/kg/day six weeks 
earlier because of a recurrence of panniculitis. On admis- 
sion, the patient was afebrile, in good general health, and 
her lesions had progressed to atrophy and poikiloderma. 
Hyperpilosity due to steroids was noticeable. Results of a 
physical examination were unremarkable, except for mild 
hypertension (120/80 mm Hg) and a slight enlargement of 
the thyroid gland. Capillaroscopy findings, funduscopic 
examination, and lung and soft-tissue roentgenograms 
were normal. Laboratory studies disclosed the following 
values: white blood cells, 7,800/cu mm, with 38% neutro- 
phils, 2% eosinophils, 52% lymphocytes, and 8% mono- 
cytes; hematocrit, 46.3%; T,, 29.3 pmole/L; and T,, 11.2 
pmole/L. Cryoglobulins, ANAs, anti-DNA antibodies, 
anticentromere antibodies, anti-extractable nuclear anti- 
gen antibodies, and antithyroid antibodies were absent. 
Serum creatinine levels, liver function test results, and 
urinalysis were within normal range. 


Complement Titrations 


Total hemolytic complement (CH50) was measured by a 
modification of the Mayer method.’ A C2-deficient serum 
was used for hemolytic titration of C2 according to Ngan et 
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HLA AQ. B8 BfS C4 AQOB1 
HLA A10 Bw39 BİS C4 A3 B1- 


DR3 


HLA A3 B7 BIF C4 A3B1 DRS 
HLA A10 B18 BS C4 A4B2 DR2 





-ó 


BfS C4 AQOB1 
HLA AiO B18 BİS C4 A4 B2 


HLA A9 B8 DR3 


DR2 





— 


HLA A10 Bw39 BfS C4 A3B1 DR- 
HLA A10 B18 BİS C4 A4B2 DR2 


Fig 6.—Family study of HLA A, B, and DR haplotypes and C4A, C4B, and Bf complotypes. 





Table 2.—Patients Under 18 Years of Age at Onset of LEP* 




















1981 


*LEP indicates lupus erythematosus panniculitis; DLE, discoid lupus 
antibodies; CH50, total hemolytic complement; DIF, basement membrane zone deposits by direct immunofiuorescence in involved skin; plus sign, 


positive results; minus sign, negative results; NS, not specified; HCHL, 
sulfate. 


al” Immunochemical titrations of C4, C8, and Bf were 
performed on an immunochemistry analyzer (Beckman). 
The immunochemical level of C2 was measured on com- 
mercial immunoplates (Serotec, Bicester, England). 


Bf and C4 Typing 


Factor B typing was performed by high-voltage electro- 
phoresis and immunofixation according to the method of 
Alper et al.’ C4 typing was performed on neuraminidase- 
treated serum samples according to Awdeh and Alper. 
Antihuman Bf antiserum and antihuman C4 antiserum 
were obtained from ICL Scientific (Fountain Valley, 
Calif). 


HLA Typing 


HLA typing was. performed by one of us (D.F.) using a 
microlymphotoxicity assay according to the method of 
Terasaki et al.’ 


RESULTS 


Total hemolytic complement levels were low in the 
propositus and in her mother and sister (Table 1 and 
Fig 6). Levels of C3, C4, and Bf were within normal 
range for all family members tested. However, the 
C4 serum level was the lowest in the propositus. 

The C2 determinations suggested an inherited 
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Sex/Age, Site of Anti-DNA Treatment/ 
Source, yr yr, at Onset Lesions DLE SLE ANAs Antibodies CH50 DIF Course 
Cerimele, 1” F/14 Face +, 14 yr - NS NS NS NS HCHL / 

1970 later atrophy 
Vidal-Pich et F/13 Arm and - +,6mo - NS NS NS CS and CHL/ 
al,11 1972 axillae before calcinosis 

Dogliotti et F/16 Arms and “, 4 yr - NS NS NS NS CHL 
al,17 1973 neck before 
Schnitzler et M/13 Face and ear - - +, 1 of 10 NS Normal +, IgG CHL / atrophy 
al,3 1978 M/9 Face - - - NS Normal - CHL / 
atrophy 
Bolling, "3 1979 F/16 Shoulder - - NS NS Normal +, IgM CHL / atrophy 
Winkelmann F/18 Upper back, m = + = Increased NS HCHL / 
and Padilha- shoulder, atrophy 
Gonçalves, '4 and arm 
1980 
Koransky and M/9 Shoulder and +, 2 yr - - NS Normal +, IgG and CS/ good 
Esterly,* face before c3 response 












erythematosus; SLE, systemic lupus erythematosus; ANAs, antinuclear 


hydroxychloroquine sulfate; CS, corticosteroids; and CHL, chloroquine 


deficiency, since the mother and both siblings had 
low C2 levels. That was confirmed by HLA A, B, Bf, 
C4A, C4B, and DR typing: a carriage of haplotypes 
A10, B18, BfS, and C4A4B2DR2, which is in strong 
linkage disequilibrium with the C2 null allele (C2Q0), 
was found in these three family members. 

The C4 phenotyping in the propositus showed a 
null allele for C4A (C4AQ0), inherited from her 
father in association with HLA B8 and DR3. 

Thus, the propositus was heterozygous for both C2 
and C4A deficiencies. 


Follow-up 


Since Dec 7, 1984, systemic steroid therapy has 
been carefully tapered and substituted with chloro- 
quine sulfate therapy (200 mg/day) for two months, 
which was subsequently decreased to 100 mg/day for 
two more months. No relapse has occurred since 
then, but photosensitivity was noted during April 
1985. However, control of LEP was easily achieved 
during midsummer with the administration of sun- 
screens and 100 mg of chloroquine sulfate every two 
days. On the last examination (Aug 30, 1985), the 
patient was in excellent health. A gradual decrease 
of chloroquine dosage was scheduled, with complete 
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-cessation to take place within three months. 
A careful family medical history has been 


. obtained, with special emphasis on collagen vascular 
`- disorders, infection, or nephritis. There was no indi- 


cation that these conditions were present in other 
family members. 


COMMENT 


Lupus erythematosus panniculitis has been previ- 
ously reported in two children under 10 years of 
age,“ and there are six reports describing patients 
with onset of LEP between the ages of 10 and 18 
years.””"“ Only four patients presented with isolated 
_LEP (Table 2). In our patient, isolated LEP was 
diagnosed on the basis of the following: (1) presence 


_ of steroid-responsive febrile subcutaneous plaques 


-and nodules on her face, neck, and arms, which 
progressed to atrophy and poikiloderma; (2) histo- 
logic evidence of BMZ and epidermal basal cell layer 
damage associated with deep reticular dermis lym- 
phohistiocytic nodules and lobular septal subcutane- 
ous inflammation; and (3) IgM granular BMZ depos- 
its demonstrated by direct immunofluorescence in 
involved skin. The absence of associated DLE and the 
paucity of signs consistent with SLE (fever leukope- 
nia, circulating immune complexes, and hypocomple- 
mentemia) account for the delay in diagnosis (six 
months). Our patient had multiple negative determi- 
nations of ANAs and anti-DNA antibodies. Results 


; of the anti-extractable nuclear antigen test were 


also negative, indicating absence of the “antieyto- 
=: plasmic” antibodies anti-Ro (SSA) and anti-La 
<- (SSB). 
İn recent review articles,’ ANAs were not 
detected in one third of the patients with LEP who 
were tested. According to Winkelmann,’ antibodies 
against native DNA have been found in eight of 11 
patients. Thus, retrospectively, our observation 
emphasizes the diagnostic clues provided both by 
conventional and immunofluorescence microscopy 
when LEP is suspected." 

Electron microscopy may be of some aid in the 
diagnosis of LEP. In our patient, we could not 
demonstrate any endothelial tubuloreticular arrays, 


which are suggestive of connective tissue disease (LE 


and dermatomyositis) when found in great numbers 
in endothelial and other types of cells. 

However, we have observed distinctive lamellar 
structures within mast cells. Similar structures have 
been described in LEP by Schnitzler et al” (keratino- 
cytes) and by Beylot et al” (keratinocytes and mast 
cells). Concentric lamellar formations have also been 
found in rat hepatocytes after carbon tetrachloride 
treatment." No clear-cut interpretation could be 
given to these structures. To our knowledge, the 
spindlelike cytoplasmic membranous structures we 
observed in adnexal cells have not yet been described 
in patients with LEP. 

Also, as far as we know, comprehensive comple- 


* — ment studies have not been previously reported in 
000 eases of LEP. Low levels of CH50 and C4 were 
—— already found in patients with LEP associated with 
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SLE.” In our patient, hypocomplementemia wasa 
constant feature throughout the course of her dis- 


ease, but she did not fulfill the criteria for SLE. Only 
leukopenia correlated with the recurrences of her - 


disease. This dissociation between persistent hypo- 
complementemia and absence of other signs of sys- 


temic disease activity favored a diagnosis of congen- _ 2 
ital complement deficiency. The C2 serum levels were 


found to be decreased, and the family study of the 
markers of chromosome-6 short arm disclosed a 
double heterozygous deficiency for C2 and C4A in our | 
patient. Since complement genes (C2, C4A, C4B, and: 
Bf) are closely linked to HLA class I and class 11 
genes, haplotypes and complotypes usually segregate 
simultaneously.” 

The marker for the C2 null allele (HLA A10, B18, 
BfS, C4, A4, B2, and DR2) was found in the proposi- 
tus, her mother, and her sister and correlated well 
with low CH50 and C2 serum levels. The null allele 


for C4A (C4AQ0) was found in the propositus and _ 


her father. In both, serum C4 levels were normal or 
low normal, but it has been previously shown that 
heterozygosity is difficult to establish on the basis of 
C4 determinations because of the large variation in — 
normal values.” 

Partial deficiency in complement components is 
commonly found without associated disease, as dem- 


onstrated by the normal status of the close family of 


our patient. The frequency of C2Q0 (C2 null allele) in 
white populations is 1% to 1.5% and the frequency of 
C4AQ0 is 14%.” Thus, a double C2 + C4A heterozy- 
gous deficiency may occur in 0.14% to 0.21% of 
whites. Association with disease has already been 
noted in patients heterozygous for a single null 
allele.* A C4 B partial deficiency has been associated 
with DLE and urticaria/angioedema in four pedi- 
grees.” 2 
In a series of 29 patients with SLE phenotyped for 
HLA A, B, C, DR, C2, C4A, C4B, and Bf, Fielder et al” 
showed a carriage of a null complement allele in 88% 
of patients, most at C4A, some at C4B, and one at C2. 
The difference in prevalence between patients with 
SLE and control subjects was highly significant. 
Both homozygous C2- and C4-deficient humans are: 
known to be prone to develop LE at an early age, with 
photosensitivity and subacute papulosquamous skin 
lesions, absent or low-titered ANAs, and a low 
incidence of renal involvement.” Anti-Ro antibodies 
are present in 50% of patients with SLE associated 
with homozygous C2 deficiency.” 
To our knowledge, LEP has not been previously 
described among C2- or C4-deficient families, but a 


relationship between C2 + C4 partial complement _ 


deficiency and LEP seems probable in our patient. 
Mechanisms may be direct or indirect. C4 has.a 
direct role in virus neutralization, and the reaction is 
enhanced by C2 and C3.” No viral infection could be 
found in our patient, but acquired toxoplasmosis 
may have triggered the onset of LEP. Unfortunately, 
relationships between C2 or C4 deficiency and toxo- 
plasmic infections have not yet been investigated. 
Furthermore, C2 and C4 deficiency may account for 
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- some impairment in clearance of immune complexes, 
-resulting in tissue deposition and secondary inflam- 
` matory response. Indirect mechanisms include the 
~ following: (1) coupling with HLA antigens that pre- 
dispose to LE, such as DR2 (inherited from her 
` mother), or HLA B8 and DR3 (inherited from her 
father), which are known to be in strong linkage 

disequilibrium with the C4A null allele”; and (2) 

coupling with a putatively linked disease-associated 
~ gene. 

Our patient responded well to systemic steroid 
therapy, but suffered a relapse when the dosages 
were decreased. While receiving chloroquine thera- 
py, no relapse occurred. Similarly, C2- or C4- 
deficient patients with DLE are very responsive to 
antimalarials. Mechanisms of action of antimalari- 
als remain unknown, but it has been postulated that 
- chloroquine interferes with complement-dependent 
antigen-antibody reactions.” Systemic steroids were 
prescribed by Koransky and Esterly‘ for their 9- 
year-old patient because of G6PD deficiency (and the 
possible enhancement of hemolysis by chloroquine). 
Pediatricians are reluctant to prescribe antimalari- 





als for chronic diseases, since the risk of fatal 
poisoning and of irreversible retinopathy may out- 
weigh therapeutic benefits." However, careful oph- 
thalmologic follow-up and the lower dosage required 
for maintenance may allow, from our standpoint, the 
use of antimalarials in the treatment of children 
with LEP. 

In conclusion, we would like to stress two points: 
(1) the partial genetic deficiency of C2 and C4 
demonstrated in our patient strengthens the link 
between LEP and the remainder of the LE clinical 
spectrum; and (2) relationships between toxoplasmo- 
sis and complement deficiency states are suggested 
and need further research. 
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Pseudomembranous Colitis Caused 


by Topical Clindamycin Phosphate 


Michael F. Parry; MD, Chan-Kook Rha, MD 


e Pseudomembranous colitis was observed on two 
occasions in the: same patient and was associated with 
the topical administration of clindamycin phosphate. 
Assay for Clostridium difficile toxin was positive, and the 
patient was ultimately cured by oral vancomycin hydro- 
chloride and the withdrawal of clindamycin therapy. 

(Arch Dermatcf 1986; 122:583-584) 


"he spectrum of activity of clindamycin makes it 
4 uniquely valuable for the treatment of a variety 
of cutaneous infections, including acne. However, its 
role as a systemic agent for the treatment of acne 
has been limited due to the occurrence of pseudo- 
membranous colitis (PMC), and topical formulations 
have been developed in attempt to decrease this risk. 
_ Topical clindamycin phosphate is now regarded as a 


safe and effective agent for the treatment of acne. 


_ Only one case of PMC caused by topical clindamycin! 
has been reported, but this was due to clindamycin 


o hydrochloride, a formulation that appears better 


absorbed than clindamycin phosphate. Neverthe- 
less, there remains a potential for absorption of 
clindamycin phesphate with alteration of intestinal 
flora and resultant diarrhea. 

We herein report the first case (to our knowledge) 
of Clostridium difficile toxin-positive pseudomem- 
branous colitis associated with the use of topical 
clindamycin phesphate. 
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REPORT OF A CASE 


A 42-year-old woman was admitted to the hospital with 
a three-day history of severe diarrhea, abdominal pain, 
and fever. Stools were copious, green, and watery. There 
was no history of recent hospitalization, travel, or expo- 
sure to diarrheal illness, and the only medications used 
were topical clindamycin phosphate (Cleocin T) for facial 
acne intermittently over the previous six months. The 
patient’s health had been good with the exception of 
uncomplicated Down’s syndrome, which had not required 
institutional care. The patient denied oral ingestion of 
clindamycin. 

Physical examination disclosed an obese woman with a 
rectal temperature of 38.8 °C. Mucous membranes were 
dry, but the heart and lungs were normal. Abdominal 
examination revealed distention, with moderate diffuse 
direct and rebound tenderness. Rectal examination was 
unremarkable. 

Laboratory data included a white blood cell count “of 
34,000/cu mm, with 93% polymorphonuclear leukocytes. 
Abdominal roentgenograms were normal. Gram’s stain of 
the stool specimen revealed two to three polymorphonucle- 
ar leukocytes per oil immersion field and mixed bacterial 
flora. Stool cultures at 48-hour incubation yielded no 
Salmonella, Shigella, or Campylobacter organisms. 

Initial treatment with bowel rest, intravenous fluids, 
and trimethoprim-sulfamethoxazole effected no improve- 
ment. Sigmoidoscopy performed on the third hospital day 
revealed diffuse mucosal erythema, edema, and patchy 
whitish-yellow pseudomembranes. Stool assay was posi- 
tive for C difficile toxin on the fifth hospital day, anda 
regimen of metronidazole, 500 mg orally four times daily, 
was begun. Prompt clinical improvement was noted, and 
the patient was discharged asymptomatic on the: 15th 
hospital day; she had no diarrhea and a white blood cell 
count of 9,100/cu mm after having completed a ten-day 
course of metronidazole. 

One week after discharge, having resumed her twice- 
daily applications of topical clindamycin, the patient was’ 
readmitted, with a recurrence of fever, abdominal pain, 
and diarrhea. Stools contained blood and mucous, and C 
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-düfücile toxin assay was again positive. She rapidly 
improved upon treatment with oral vancomycin hydro- 
chloride, 500 mg orally four times daily, completing a 
ten-day course at home. The patient has not resumed her 
" topical clindamycin and has been free of any gastrointesti- 
nal tract symptoms for 18 months of follow-up. 


COMMENT 


This is the first instance of proven pseudomembra- 
nous colitis associated with the use of topical clinda- 
mycin phosphate that we are aware of. Pharmaceuti- 
cal company records contain over 20 reports of 
diarrheal illness associated with this product, but 
none were documented as PMC either by publication, 
C dificile isolation, or a positive assay for C difficile 
cytotoxin (G. W. Powley, MD, written communica- 
tion, May 1985). 

Before the availability of clindamycin phosphate, 
topical clindamycin hydrochloride solution was for- 
mulated from capsules on a case-by-case basis by 
pharmacists. Although diarrhea rarely accompanied 
its use, at least one case of documented PMC has 
been reported.’ The application of 2 to 4 mL daily of a 
1% solution results in exposure to 20 to 40 mg (~0.5 
mg/kg) of clindamycin hydrochloride, of which 10% 
is absorbed.: Animal studies‘ have shown that the 
topical median lethal dose of clindamycin hydrochlo- 
ride is 1 mg/kg for hamsters, roughly parallel to that 
used in humans. 

Topical clindamycin phosphate seems less prone to 
absorption. Using a sensitive radioimmunoassay, R. 
B. Smith and J. P. Phillips (unpublished data, June 





1983) found that less than 1% of a 20-mg dose (1 mL 
twice daily; 0.25 mg/kg/day) of clindamycin phos- 
phate was absorbed, reaching peak serum levels of 
only 1.7 ng/mL. Furthermore, R. Fekety, MD (writ- 
ten communication, March 1985), and Borglund et al’ 
studied a total of 42 human subjects receiving topical 
clindamycin phosphate and found no significant 
changes in stool flora, no diarrhea, and no measur- 
able clindamycin absorption. 

The causal association of topical clindamycin 
phosphate and the PMC documented in our case 
must be scrutinized. Cases of PMC unassociated with 
antibiotic treatment or occurring in patients with 
untreated chronic inflammatory bowel disease have 
been reported. However, these instances are rare, 
and most investigators have detected C difficile toxin 
in adults with PMC only from patients who have 
received prior systemic antibiotics,” supporting the 
role of clindamycin in this case. Furthermore, our 
patient’s PMC recurred on reexposure to topical 
clindamycin. Although it is possible that the patient 
actually ingested the clindamycin phosphate solu- 
tion due to her mental retardation, residual volumes 
of solution in the prescription bottle were inconsis- 
tent with this hypothesis. 

It appears, therefore, that topical clindamycin 
phosphate on rare occasion may cause pseudomem- 
branous colitis. An appropriate history of systemic 
and “topical” antibiotic exposure must be sought in 
patients with diarrheal illness of uncertain cause. 
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“How am I 
ever going to deal 
with this?” 


ZOVIRAX 


(acyclovir) 


CAPSULES 


Significantly shorten 
recurrences 
brief summary of prescribing information. Of genital herpes 


Please see the last page of this advertisement for 
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Reduce the 
severity of 
recurrences. 





Five-day 
treatment 


Although your patients have 
to learn to live with herpes, 
they shouldn’t have to suffer. 
By prescribing five-day 
treatment with ZOVIRAX 
CAPSULES (one capsule five 
times a day), you can ease the 
course of recurrent attacks. 


Reduce healing 
time 

In controlled clinical studies, 
ZOVIRAX CAPSULES 
significantly reduced healing 
time, inhibited the formation 
of new lesions, and rapidly 
stopped viral shedding. Early 
initiation of ZOVIRAX 
therapy enhances clinical 
results. 


Generally 
well tolerated 


Besides being effective, five- 
day treatment with ZOVIRA® 
CAPSULES is generally well 
tolerated. The most frequent 
adverse reactions reported 
during clinical trials were 
gastrointestinal disturbance 
(2.7%) and headache (0.6%). 
Please see brief summary of 
prescribing information on next page 
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Brief Summary 


INDICATIONS AND USAGE: Zovirax Cap- 
sules are indicated for the treatment of initial 
episodes and the management of recurrent epi- 
sodes of genital herpes in certain patients. 

The severity of disease is variable depending 
upon the immune status of the patient, the fre- 
quency and duration of episodes, and the degree 
of cutaneous or systemic involvement. These 
factors should determine patient management, 
which may include symptomatic support and 
counseling only, or the institution of specific 
therapy. The physical, emotional and psycho- 
social difficulties posed by herpes infections as 
well as the degree of debilitation, particularly in 
immunocompromised patients, are unique for 
each patient, and the physician should deter- 
mine therapeutic alternatives based on his or 
her understanding of the individual patient's 
needs. Thus Zovirax Capsules are not appropri- 
ate in treating all genital herpes infections. The 
following guidelines may be useful in weighing 
the benefit/risk considerations in specific "(əs 
categories: 

First Episodes (primary and nonprimary infec- 
tions — commonly known as initial genital 
herpes): 

Double-blind, placebo-controlled studies have 
demonstrated that orally administered Zovirax 
significantly reduced the duration of acute infec- 
tion (detection of virus in lesions by tissue cul- 
ture) and lesion healing. The duration of pain 
and new lesion formation was decreased in 
some patient groups. The promptness of 
initiation of therapy and/or the patient's prior 
exposure to Herpes simplex virus may influence 
the degree of benefit from therapy. Patients with 
mild disease may derive less benefit than those 
with more severe episodes. In patients with ex- 
tremely severe episodes, in which prostration, 
central nervous system involvement, urinary 
retention or inability to take oral medication re- 
quire hospitalization and more aggressive man- 
agement, therapy may be best initiated with 
intravenous Zovirax. 

Recurrent Episodes: 

Double-blind, placebo-controlled studies in 
patients with frequent recurrences (6 or more 
episodes per year) have shown that Zovirax 

apsules given for 4 to 6 months prevented or 

uced the frequency and/or severity of recur- 
rences in greater than 95% of patients. Clinical 
recurrences were prevented in 40 to 75% of pa- 
tients. Some patients experienced increase: 
severity of the first episode following cessation 
of therapy; the severity of subsequent episodes 
and the effect on the natural history of the 
disease are still under study. 

The safety and efficacy of orally administered 
acyclovir in the suppression of frequent episodes 
of genital herpes have been established only for 
up to 6 months. Chronic suppressive le a is 
most appropriate when, in the judgement of the 
physician, the benefits of such a regimen out- 
weigh known or potential adverse effects. In 
general, Zovirax Capsules should not be used for 
the suppression of recurrent disease in mildly 
affected | patients. Unanswered questions con- 
cerning the human relevance of in vitro muta- 
genicity studies and reproductive toxicity 
studies in animals given very high doses of acy- 
clovir for short periods (see Carcinogenesis, 
Mutagenesis, Impairment of Fertility) should be 
borne in mind when designing long-term man- 
agement for individual patients. Discussion of 
these issues with patients will provide them the 
opportunity to weigh the potential for toxicity 
against the severity of their disease. Thus, this 
regimen should be considered only for appropri- 
ate patients and only for six months until the 

its of ongoing studies allow a more precise 
evaluation of the benefit/risk assessment of 
prolonged therapy. 


F pax ERA ı ed «3 ı 
Limited studies have shown that there are cer- 
tain patients for whom intermittent short-term 
treatment of recurrent episodes is effective. This 
approach may be more appropriate than a sup- 
pressive regimen in patients with infrequent 
recurrences. 

Immunocompromised patients with recurrent 
herpes infections can be treated with either 
intermittent or chronic suppressive. therapy. 
Clinically significant resistance, although rare, 
is more likely to be seen with prolonged or re- 
peated therapy in severely immunocompromised 
patients with active lesions. 


CONTRAINDICATIONS: Zovirax Capsules 
are contraindicated for patients who develop 
hypersensitivity or intolerance to the compo- 
nents of the formulation. 


WARNINGS: Zovirax Capsules are intended for 
oral ingestion only. 


PRECAUTIONS: General: Zovirax has caused 
decreased spermatogenesis at high doses in some 
animals and mutagenesis in some acute studies 
at high concentrations of drug (see PRECAU- 
TIONS — Carcinogenesis, Mutagenesis, 
Impairment of Fertility). The recommended dos- 
age and length of treatment should not be ex- 
ceeded (see DOSAGE AND ADMINISTRATION). 

Exposure of Herpes simplex isolates to acy- 
clovir in vitro can lead to the emergence of less 
sensitive viruses. The possibility of the appear- 
ance of less sensitive viruses in man mae be 
borne in mind when treating patients. The rela- 
tionship between the in vitro sensitivity of 
Herpes simplex virus to acyclovir and clinical 
response to therapy has yet to be established. 

Because of the aaa bility that less sensitive 
virus may be selected in patients who are receiv- 
ing acyclovir, all patients should be advised to 
take particular.care to avoid potential transmis- 
sion of virus if active lesions are present while 
they are on therapy. In severely immunocompro- 
mised patients, the physician should be aware 
that prolonged or repeated courses of acyclovir 
may result in selection of resistant viruses 
which may not fully respond to continued acy- 
clovir therapy. 


Drug Interactions: Co-administration of pro- 
benecid with intravenous acyclovir has been 
shown to increase the mean half-life and the 
area under the concentration-time curve. 
Urinary excretion and renal clearance were 
correspondingly reduced. 


Carcinogenesis, Mutagenesis, Impairment 
of Fertility: Acyclovir was tested in İifetime 
bioassays in rats and mice at single daily doses 
of 50, 150 and 450 mg/kg given by gavage. There 
vvas no statistically Hanificant difference in the 
incidence of tumors between treated and control 
animals, nor did acyclovir shorten the latency of 
tumors. In 2 in vitro cell transformation assays, 
used to provide preliminary assessment of poten- 
tial oncogenicity in advance of these more defini- 
tive life-time bioassays in rodents, conflicting 
results were obtained. Acyclovir was positive 

at the highest dose used in one system and the 
resulting morphologically transformed cells 
formed tumors when inoculated into immuno- 
suppressed, syngeneic, weanling mice. Acyclovir 
was negative in another transformation system 
considered less sensitive. 

In acute studies, there was an increase, not 
statistically significant, in the incidence of 
chromosomal damage at maximum tolerated 
parenteral doses of 100 mg/kg acyclovir in rats 

ut not Chinese hamsters; higher doses of 500 
and 1000 mg/kg were clastogenic in Chinese 
hamsters. In addition, no activity was found 
after 5 days dosing in a dominant lethal study in 
mice. In 6 of 11 microbial and mammalian cell 
assays, no evidence of mutagenicity was ob- 
served. At 3 loci in a Chinese hamster ovary cell 
line, the results were inconclusive. In 2 mam- 
malian cell assays (human lymphocytes and 
L5178Y mouse lymphoma cells in vitro), positive 
responses for mutagenicity and chromosomal 
damage occurred, but only at concentrations at 
least 400 times the acyclovir plasma levels 
achieved in man. 

Acyclovir has not been shown to impair fertil- 
ity or reproduction in mice (450 mg/kg/day, p.o.) 
or in rats (25 mg/kg/day, s.c.)::At50 mg/kg/day 
s.c. in the rat, there was a statistically sig- 
nificant increase in post-implantation loss, but 
no concomitant decrease in litter size. In female 
rabbits treated subcutaneously with acyclovir 
subsequent to mating, there was a statistically 
significant decrease in implantation efficiency 
but no concomitant decrease in litter size at a 
dose of 50 mg/kg/day. No effect upon implanta- 
tion efficiency was observed when the same dose 
was administered intravenously. In a rat peri- 
and postnatal study at 50 mg/kg/day s.c., there 
was a statistically significant decrease in the 
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group mean numbers of corpora lutea, total 
implantation sites and live fetuses in the F, 
generation. Although not statistically signifi- 
cant, there was also a dose related decrease in 
group mean numbers of live fetuses and implan- 
tation sites at 12.5 mg/kg/day and 25 mg/kg/day, 
s.c. The intravenous administration of 

100 mg/kg/day, a dose known to cause obstruc- 
tive nephropathy in rabbits, caused a significant 
increase in fetal resorptions and a corresponding 
decrease in litter size. However, at a maximum 
tolerated intravenous dose of 50 mg/kg/day in 
rabbits, there were no drug-related reproductive 
effects. 

Intraperitoneal doses of 320 or 80 mg/kg/day 
acyclovir given to rats for 1 and 6 months, re- 
spectively, caused testicular atrophy. Testicular 
atrophy was persistent through the 4-week post- 
dose recovery phase after 320 mg/kg/day; some 
evidence of recovery of sperm production was 
evident 30 days postdose. Intravenous doses of 
100 and 200 mg/kg/day acyclovir given to dogs 
for 31 days —. aspermatogenesis. Testicles 
were normal in dogs given 50 mg/kg/day, i.v. for 
one month. 


Pregnancy: Teratogenic Effects: Pregnancy 
Category C. Acyclovir was not teratogenic in the 
mouse (450 mg/kg/day, p.o.), rat (50 mg/kg/day, 
s.c.) or rabbit (50 mg/kg/day, s.c. and i.v.). There 
are no adequate and well-controlled studies in 
pregnant women. Acyclovir should not be used 
during pregnancy unless the potential benefit 
justifies the potential risk to the fetus. Although 
acyclovir was not teratogenic in animal studies, 
the drug’s potential for causing chromosome 
breaks at high concentration should be taken 
into consideration in making this determination. 


Nursing Mothers: It is not known whether this 
drug is excreted in human milk. Because many 
drugs are excreted in human milk, caution 
should be exercised when Zovirax is adminis- 
tered to a nursing woman. In nursing mothers, 
consideration should be given to not using acy- 
clovir treatment or discontinuing breastfeeding. 


Pediatric Use: Safety and effectiveness in 
children have not been established. 


ADVERSE REACTIONS — Short-Term 
Administration: The most frequent adverse 
reactions reported during clinical trials were 
nausea and/or vomiting in 8 of 298 patient treat- 
ments (2.7%) and headache in 2 of 298 (0.6%). 
Less frequent adverse reactions, each of which 
occurred in 1 of 298 patient treatments (0.3%), 
included diarrhea, dizziness, anorexia, fatigue, 
edema, skin rash, leg pain, inguinal adenopathy, 
medication taste and sore throat. 


Long-Term Administration: The most frequent 
adverse reactions reported in studies of daily 
therapy for 3 to 6 months were headache in 33 of 
251 patients (13.1%), diarrhea in 22 of 251 
(8.8%), nausea and/or vomiting in 20 of 251 
(8.0%), vertigo in 9 of 251 (3.6%), and arthralgia 
in 9 of 251 (3.6%). Less frequent adverse reac- 
tions, each of which occurred in less than 3% of 
the 251 patients (see number of patients in 
parentheses), included skin rash (7), insomnia 
(4), fatigue (7), fever (4), palpitations (1), sore 
throat (2), superficial throm phlebitis (1), 
muscle cramps (2), pars planitis (1), menstrual 
abnormality (4), acne (3), lymphadenopathy (2), 
irritability (1), accelerated hair loss (1), and 
depression (1). 


DOSAGE AND ADMINISTRATION: Treat- 
ment of initial genital herpes: One 200 mg cap- 
sule every 4 hours, while awake, for a total of 

5 ae daily for 10 days (total 50 capsules). 

Chronic suppressive therapy for recur- 
rent disease: One 200 mg capsule 3 times daily 
for up to 6 months. Some patients may require 
more drug, up to one 200 mg capsule 5 times 
daily for up to 6 months. 

Intermittent Therapy: One 200 mg capsule 
every 4 hours, while awake, for a total of 5 
capsules daily for 5 days (total 25 capsules). 
Therapy should be initiated at the earliest sign 
or symptom (prodrome) of recurrence. 

Patients With Acute or Chronic Renal Im- 
pairment: One 200 mg capsule every 12 hours is 
recommended for patients with creatinine clear- 
ance =10 ml/min/1.73/m?. 

HOW SUPPLIED: Zovirax Capsules (blue, 

opaque) containing 200 mg acyclovir and printed 

with “Wellcome ZOVIRAX 200”- Bottles of 100 

(NDC-0081-0991-55) and unit dose pack of 100 

(NDC-0081-0991-56). 

adi at 15°-30°C (59°-86°F) and protect from 
ight. 
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that the healthy stratum corneum acts as a barrier to 
Cloderm, while a significantly higher concentration 
of Cloderm penetrates compromised stratum corneum 
such as that found in inflammatory dermatoses. This 
selective penetration may reduce the likelihood of 
systemic adverse reactions and local side effects. 

Cloderm has demonstrated a high level of safety’ 
in long-term therapy (7 months), even for pediatric 
patients. The cosmetically-elegant vanishing cream 
base has a moisturizing, emollient effect that en- 
courages patient compliance. 
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Precautions: If irritation develops, 
should be discontinued and approp 
therapy instituted. 

In the presence of an infection, the us@ ofa 
appropriate antifungal or antibacterial age 
should be instituted. If a favorable resp 
does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled. If extensive areas 
are treated or if the occlusive technique is 
used, there will be increased systemic absorp- 
tion of the corticosteroid and suitable prez 
Cautions should be taken, particularly i 
children and infants. 


Although topical steroids haq ni 
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ic adverse reactions 
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Bridging the Laboratory and Clinic _ 
Lowell A. Goldsmith, MD, ° ection Editor 


he cytokeratins are the dominant structural pro- 
<A teins traversing keratinocytes and other epithe- 
lial cells, and they form the major elements of their 
eytoskeleton. In the past decade, there has been 
significant progress in understanding cytokeratin 
biochemistry and the genes controlling the structure 
nd synthesis of these proteins. Determining the 
function of cytokeratins has proved to be more 
elusive. To ascertain function, several approaches 
"have been taken. One has been to inject keratin- 
containing cells with antibodies (both monoclonal 
and polyclonal) to various cytokeratins. When such 
experiments are performed, although there is a 
collapse of a portion of the cytoskeleton, the cells can 
still divide and move, and their organelles move and 
function normally. Similarly, there are epithelial 
cells without cytoskeletons (within the limits of 
sensitive means of detection) that still perform all 
their constitutive or housekeeping functions, such as 
division and metabolism. This suggests that the 
ytoskeleton has more elusive functions than that of 
acting as a structural stay that mechanically stabi- 
lizes cells. These functions may involve highly differ- 
-entiated capabilities of cells. 

“Analysis of structure, using alternative methods 
f study, is a general approach to understanding 
function. Recent studies in the cell biology literature 
(the cytokeratins, once the exclusive domain of the 
‘wool chemist and the dermatologic researcher, are 
one of the current darlings of the cell biologist) are 
addressing the question of what the role of the 
cytoskeleton is. Hatzfeld and Franke’ studied the 
ability of various cytokeratins to combine with each 


 nert, and Sun, demonstrated that keratins can only 
: form heteropolymers, ie, a type-I keratin needs to 
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“other. Earlier investigators, including Baden, Stei- - 





Progress in clinical dermatology is derived from new diagnostic and therapeutic 
approaches and requires increased understanding of the cellular and macromolecular 
basis of physiology and pathophysiology. Researchers are excited and animated by their 
experiments and data, yet the research literature frequently fails to convey this 
immediacy. Why? In part, the convention and form of scientific journals and the 
eschewing of speculation make the literature inaccessible to the nonscientist. This section 
of the ARCHIVES will select broadly from the research literature relevant to dermatology 
and will attempt to integrate what is new in the research laboratory with physicians’ 
knowledge. Readers’ comments are solicited. 


Cytokeratins—Promiscuous Molecules 


combine with a type-II keratin to form a filament. | 
Cytokeratins comprise one member of a family of- 
filaments forming proteins, the intermediate fila- _ 
ments. Other members of this family include vimen- _ 
tin from fibroblasts and desmin from smooth-muscle | 
cells. Vimentin and desmin do not demonstrate the _ 
extensive heterogeneity seen in the cytokeratins and- 
can form homopolymers, ie, identical molecules can ` 
associate with each other and form polymers. In 
Hatzfeld and Franke’s experiments, type-I (A, or. 
acidic) cytokeratins and type-II (B, or basic) cytoker- _ 
atins from various epithelial tissues and from man _ 
and cow were used. They found the cytokeratin | 
molecules to be promiscuous (their word). Within — 
certain families, they found that any type-I molecule | 
could pair with any type-II molecule; the tissue or | 
the species of origin was not a limiting factor. This _ 
polarity, or, if one will, molecular sexuality, of the — 
molecules suggests that diversity or sex may be as | 
important for molecules as it is for bacteria or Homo | 
sapiens. Although one wonders if promiscuity is 
extremely anthropomorphic when applied toward | 
molecules of 40,000 to 67,000 molecular weight, it 
does emphasize the results. The implication of kera- _ 
tin pairs other than those found in a particular tissue _ 
being able to satisfy basic structural requirements _ 
for filament formation may indicate that the _ 
restricted and elegantly controlled patterns of kera- _ 
tin expression may be a consequence of cytokeratin _ 
control at a genetic level. This analysis aids the _ 
clinician in critically interpreting the changes in the _ 
cytokeratins that accompany neoplasia and hyper 
proliferative epidermal disorders. Usually in thes 
circumstances, the more differentiated, highe 













molecular weight keratins are reduced, and new low 
<- molecular weight keratins may be found — 


5 2 : Cytokeratins —Goldsmiti . 


) investigate molecules for their fellow travelers. 
nowing which molecules a molecule associates with- 


lls about its interactions, habits, tendencies, and 
vior. A major success of this general approach 
as been the discovery of molecules with similar 
‘unctions packaged together within the same organ- 
a8 are proteolytic enzymes in lysosomes and 
spiratory enzymes in mitochondria. 
. lowing this scheme, cell membrane receptors 
nd enzymes capable of modifying the cytoskeleton 
nave been associated with the cytoskeleton. Land- 
reth and co-workers’ studied the epidermal growth 
factor receptor in the human epidermoid cell line 
431. Epidermal growth factor, like other peptide 
hormones, requires a cell membrane receptor to 
mediate its cellular effects. Its receptor has protein 
ase activity and phosphorylates particular tyro- 
sines in proteins. Tyrosine phosphorylation is now of 
reat general interest, since the proteins coded by 
mcogenes frequently exhibit this activity. When the 
epidermal growth hormone receptor was internal- 
ized, it was associated with the cytoskeleton and was 


“able to phosphorylate hi 


teins in this site. Iti is — 


to be phosphorylated. 

Just as we now realize that the cell membrane is 
not an inert bag of plastic wrap around the ce 
also realize that the eytoskeleton is more than 
packing material or the struts stabilizing and pro- 
tecting the cell. We expect more studies detailing the 
exact function of the cytoskeleton, now that so mus 
is known of its structure. . 


References 


1. Hatzfeld M, Franke WW: Pair formation and promiscuity 
cytokeratins: Formation in vitro of heterotypie complexes à 
intermediate-sized filaments by homologous and. heterologou 
recombinations of purified polypeptides. J Cell Biol 1985: 101: 1826 


2. ‘Landreth GE, Williams LK, Rieser GD: Association of the: 
epidermal growth factor receptor kinase with the detergent 
insoluble cytoskeleton of A431 cells. J Cell Biol 1985-101: ‘1341 
1350. i 


In Other AMA Journals 


JAMA 


Deaths due to Sexually Transmitted Diseases 
D. A. Grimes, MD (JAMA 1986;255:1727-1729) 


Criteria for Selective Screening for Chlamydia trachomatis Infection in Women 


Attending Family Planning Clinics 


H. H. Handsfield, MD, L. L. Jasman, MD; P. L. Roberts, MS; V. W. Hanson, MD; R. L. 
Kothenbeutel, MD; W. E. Stamm, MD (JAMA 1986;255:1730-1734) 


The Economic Cost of Pelvic Inflammatory Disease 
A. E. Washington, MD, P. S. Arno, PhD, M. A. Brooks, MBA (JAMA 1986;255:1735- 


1738) 


Treatment of Uncomplicated Infections due to Neisseria gonorrhoeae 
R. J. Rice, MD; S. E. Thompson, MD, MPH (JAMA 1986;255:1739-1746) 


Oral Acyclovir for Treatment and Suppression of Genital Herpes Simplex Virus 


Infection 


M. E. Guinan, MD, PhD (JAMA 1986;255:1747-1749) 


Treatment of Sexually Transmitted Chlamydial Infections 
L. L. Sanders, Jr, MD; H. R. Harrison, DPhil, MD, MPH; A. E. Washington, MD (JAMA 


1986,255:1750-1756) 


The Treatment of Chancroid 


G. P. Schmid, MD (JAMA 1986;255:1757-1762) 








Ras 


For more information call 
toll-free: 1-800-932-9032 during 
regular business hours. 





Before prescribing please consult complete prescribing information, 
of which the following is a brief summary. 
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Michael Bigby, MD, Section Editor 


— The Skin and Systemic Disease in Children, by Sidney 
Hurwitz, 416 pp, with illus, Chicago, Year Book Medical 
Publishers Inc, 1985. 


— "The introduction to Hurwitz’s The Skin and Sys- 
temic Disease in Children notes that it was written 
during his long recuperation from legionnaire’s dis- 
ease. I read on with mixed emotions—concerned 
about his health, but elated about the product of his 
convalescence. 

- Clinical Pediatric Dermatology, published in 1980, 
established Hurwitz as a substantial clinician- 
author. The Skin and Systemic Disease in Children, 
which complements and extends the earlier work, 
clearly elevates him into the upper echelon of veter- 
an authors. I have read many second books that are 
clearly disappointments, the previous attempt obvi- 
ously having drained all the enthusiasm and intelli- 
gence from the subsequent effort. This is certainly 
not the case with Dr Hurwitz’s most recent vol- 
ume. 

It is thorough but not encyclopedic, easy to read 
but not trivial, directed toward a broad group of 
family practitioners, pediatricians, and dermatolo- 
gists but still containing enough in-depth material to 
be of interest to this reviewer whose subspecialty is 

diatrie dermatology. 

— What I like most about the book, however, is Dr 
Hurwitz’s easy approach to the management of 
patients. He usually lists more than one therapeutic 
modality for a specific disease, and he always com- 
ments in fairness when one form is considered 
controversial. His references are used both for sup- 
port and illumination, an uncommon viewpoint in 
today’s expanding arena of dogmatic dermatology. 
— The chapters are strong where appropriate and 
brief where necessary. As examples, the sections on 
Kawasaki syndrome (disease), histiocytosis, and 
rticaria pigmentosa are outstanding. His sugges- 
tions for evaluation of patients with genetic disor- 
‘ders such as neurofibromatosis rest not only on a 
thorough knowledge of the literature but also on his 
own profound experience as one of the leading pedi- 
atric dermatologists in the world. Even though you 
recognize that you are being taught by the master, he 
never sounds distant or professorial. His colleagues 
‘and students can imagine his gentle visage filling 
each chapter with his personal experience. 
_ The only thing that I did not like about the book is 
the poor quality of the black-and-white photographs. 
Dr Hurwitz’s first volume, Clinical Pediatric Derma- 
tology, was filled with exquisite, clear, color photo- 
graphs. Many of the illustrations (all black-and- 
white) in The Skin and Systemic Disease in Children 
cannot. be recognized. For instance, in the first 
chapter (vascular problems), most of the photo- 
graphs could be matched with different captions, and 
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7 no one would be the wiser. This 


, however, is probably yo 
no reflection on Dr Hurwitz’s work but a fault ofthe 
publisher. 

In general, I greatly dislike book reviews that end 
with a bland phrase such as “this volume is suitable 
for everyone’s book shelf.” In this case, however, 
there can be no greater and more worthwhile tribute 
to a master of the craft than to buy this work. ` 
JAMES RASMUSSEN, MD — 
Ann Arbor, Mich 


Handbook of Paediatric Dermatology, by John Harper, 204 s 
pp, with color illus, $34.95, London, Butterworths, 1985. 


This 18- x 24-em hardcover “handbook” will not 
fit into the largest of my pockets. “Annotated atlas” 
is a better deseription. The 128 color photographs are 
mostly excellent in quality, well chosen, and appro- 
priately labeled. The generous page margins (8 of 18 
cm) and more than 20 almost completely blank pages 
will be appreciated by the trainees using this book, 
who will need ample room for notes. The text is a 
thin distillate of existing work, however. i 

Details of illness vary. In general, the more serious — 


the illness, the fewer the details. An exception is the 


highlighted details of management of xeroderma 
pigmentosum. There is no mention of solar protec- _ 


tion for the average child, nor of the worldwide © 


increase in malignant melanoma. The topics of small 
congenital nevi and dysplastic nevi are totally 
absent. Erythema chronicum migrans with Lyme 


disease, acquired immunodeficiency syndrome, and 


congenital (but not neonatal) candidiasis fall 
through the cracks, as does acropustulosis of infancy 
and eosinophilic folliculitis. The most common cause 
of tinea capitis in urban America— Trichophyton 
tonserans—is not mentioned. There is scant discus- 
sion of prenatal diagnosis. 

Conventional wisdoms abound. Chickenpox is 
again compared with smallpox despite the extinction 
of the latter. Herpes zoster is said to be rare in 
children. I believe it is not rare but is rarely severe. 
Eczema herpeticum is said to be very serious, but the 
children most likely to die were those with unstudied 
immune systems mentioned in older textbooks. The . 


children whom I have seen with eczema herpeticum. ` 


did relatively well even before acyclovir, providing s 
greasy topical steroids were withheld. fe 
There are many tables with rare conditions that . 
are not defined, not referenced, and not indexed. — 
Some entries are baffling, such as Turner’s syn- _ 
drome as a cause of hirsutism (not hypertrichosis). 
Syphilis is curiously absent from the list of causes of 
patchy alopecia without scarring. The hypopigmen- — 
tation of tinea versicolor is listed as being postin- 
flammatory. There is the usual table of presumed T 
causes of erythema multiforme. . 
Routine procedures get short shrift. Office micros- 
copy is illustrated by only a few stylized line draw- 
ings. Gram’s stain is not mentioned even for the 
rapid diagnosis of meningococcemia, For herpes 
infections, electron microscopy is mentioned before 









ak smear. No details of the Tzank smear are 
and no mention is made of immunofluorescent 
g. The needle extraction of mites is detailed. I 
T rather emphasize the importance of finding 
sarcoptic tract with a hand lens. A few scrapes 
th the dull side of a surgical blade dipped in 
mineral oil works well for me, yielding ova and fecal 
ellets as well as mites. The collection of scale for 
tassium hydroxide (KOH) is not discussed. Most 
species of fungus are said to fluoresce green under 
Wood’s light. Unfortunately, scale of any origin will 
also fluoresce yellow-green. There is no mention of 
using Wood’s light for disorders of pigment and only 
cursory mention of patch testing. 

Special procedures are mentioned in passing. 
‘Monochromatic light testing is suggested for severe 
photodermatoses, even though the most severe cases 
are polychromatic and the usefulness of monochro- 
matic testing is still being studied. Chest roentgeno- 
_ grams but not sinus roentgenograms and not thyroid 
tests are suggested for urticaria. No criteria are 
given for which cases of urticaria should be so 
evaluated. No source of the special diets are given. C4 
assay is not mentioned with hereditary angioedema 
“and anti-Rho (SSA) is not mentioned with neonatal 
lupus. 

— Details of treatment are missing. Practitioners in 
the United States will not recognize many products 
entioned. The formulary might help them, but it is 
ot indexed and is difficult to use. Many US propri- 
tary products and similar generics are not listed, 

h as dicloxacillin and terfenadine. There is only 
ne dry dressing and bandage listed for the United 
tates (OpSite). No treatment is offered for eyelash 
nits despite a beautiful photograph of the problem. 

Resistance of head lice to y-benzene hexachloride, or 
indane, is stated without specific reference, and 
nalathion is recommended rather than the pyre- 
hrins. There is also no mention of intermittent 
compression (Wright linear pump) for chronic ede- 
ma such as Milroy”s disease. No treatment is sug- 
gested for Kawasaki disease. 

— The section on the treatment of acne caused me to 
rind my teeth. Sulfur, resorcinol, and abrasives 
ve bs despite their lack of demonstrated effective- 
ess. Benzoyl peroxide is described as a peeling agent 
even though peeling is a side effect of this antimicro- 

bial. I am aghast that peeling doses of ultraviolet 

light are still recommended. I also do not understand 

the tolerance for worthless remedies such as povi- 

done-iodine or chlorhexidine. And why is it reason- 

able to recommend a diet that avoids excessive 

animal fats when discussing acne? While topical 

antibiotics may be unwise, what about the long-term 

use of co-trimoxazole (sulfamethoxazole and tri- 

methoprim) or cyproterone (not available in the 

United States)? 

here is a useful list of addresses for disease- 

ated societies in an appendix. A similar list for the 

merican societies appears in the Journal of the 

merican Academy of “ymqtoloğv (1983;9:604). 
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‘The ahotagrante are the high pointa of th 
with a few exceptions. A photograph of small plaqu 
psoriasis is labeled guttate psoriasis. ‘The dia, 
dermatitis due to Candida organisms and the one 
due to irritant look very similar. Perhaps, we should 
acknowledge that the dermatitis on the bottoms of 
infants, as is the dermatitis on the hands of adults, is 
often multifactor. On the other hand, I appreciate 
the photographs and mention of pityriasis (tinea) 
amiantacea and juvenile plantar dermatosis. 7: 

In summary, this book is a good atlas; however, 
there are too many deficiencies to recommend it. If 
attendance at pediatric dermatology meetings 
around the world is an indicator of the desire for 
pediatric dermatology textbooks, then I suggest 
you wait for the next effort to capitalize on this. 
market. . 



















































Joun W. MELSKI, MD 
Marshfield, Wis- . 


The Practice of Dermatology, by Richard L. Dobson: ‘and. 
Donald C. Abele, 339 pp, with 417 illus, $32.50, New York, 
JB Lippincott, 1985. ; 


Drs Dobson and Abele set out to provide a adl 
cal guide to the diagnosis and treatment of skin 
disease. The authors state that the book is intended 
for all physicians and students with less dermatolog- 
ic experience than the authors. The material is 
presented without references. The book has multiple 
case presentations to illustrate problems commonly 
encountered in practice, and the authors often li 
guidelines for the management of a particular prob 
lem that they feel is important. The authors ofte: 
present only one therapeutic option with the expla- 
nation that this option is the best option, in their 
opinion. This review will answer the following ques 
tions: (1) have the authors succeeded in fulfilling the 
goals set out in the preface, (2) what are the. 
strengths and weaknesses of the book, and (3) what 
is the audience best-suited for this book? ; 

In my opinion, Drs Dobson and Abele have been 
extremely successful in presenting a practical 
approach to the practice of dermatology. Their use of 
the sections that list the guidelines for therapeutic 
management are excellent, and the authors: fre- 
quently offer a checklist useful for the student, the 
nondermatologist, or even the experienced dermatol- 
ogist. For example, the authors’ list in chapter 18 
regarding general guidelines for the management of 
sexually transmitted diseases emphasizes the most 
important aspects of today’s problems in dealing 
with patients who have these disorders. Similarly, — 
practical guidelines are presented for the approach — 
to and management of contact dermatitis, atopic 
dermatitis, acne, drug reactions, diaper rash, basal _ 
cell epithelioma, and acquired nevi. Probably most 
interesting and informative are their case presenta- 
tions. In this format Drs Dobson and Abele intr 
duce their method of diagnosis and treatmen: 
Last, I found the third section, “Therapeut: 
Pearls,” to be comprehensive. and it should be of 


clinical use to all physicians. , 


A reviewer is expected to point out also the 


shortcomings of a book. Although there are several 
points on which I disagree with the authors, these 
are in controversial areas, and, possibly, one opinion 
is as good as another one. As always, reviewers never 
_ seem to like the photographic quality or choice of 
_ photos, and, thus, I will be no exception. However, as 
a fellow author, I recognize the difficulty in obtain- 
-ing pictures that will mass-produce well. This book 
cannot be used for the “match-the-photo-to-the- 
patient” approach. Thus, there is no substitute for 
viewing patients at the bedside. 
< This book is intended for all physicians with less 
‘dermatologic experience than Drs Dobson and Abele. 
- I learned from reading the book cover-to-cover. 
Certainly the student, nondermatologic resident, or 
 nondermatologist can profit the most. However, 
— because of the interesting cases and thoughtful 
therapeutic management suggestions, I feel the book 
is of value to all students of dermatology. 
JEFFREY P. CALLEN, MD 
Louisville 


s Differential Diagnosis of Soft Tissue and Bone Tumors, by 
“Steven I. Hajdu, 478 pp, with illus, $110, Philadelphia, Lea 
(dz Febiger, 1986. 

This book is “dedicated to the pathologist,” and 
one trusts that dermatopathologists are also in- 
cluded. For the dermatopathologist whose previous 
training is primarily in dermatology, this book is 
likely to meet an infrequent but important need. Soft 
tissue and, especially, bone tumors are difficult 
-subject matter with which to be familiar unless one 
deals with them frequently, and these tumors do not 
frequently extend to the skin. 

The title of this book describes the author’s 
approach toward an area usually regarded as two 
major, distinct subjects, soft tissue and bone tumors. 
-After a thoughtful introduction, differential diagno- 
“Sis is considered from a great many viewpoints 


including discussions of clinical presentation, age 


distribution, sex distribution, anatomic site, and 
‘radiologic appearance, to name a few, and is facili- 
‘tated by line drawings and many illustrations of 
tumors in situ, radiographs, gross (surgical) speci- 
mens, light microscopy, electron microscopy, and 
aspiration and exfoliative cytology. A typical page of 
photomicrographs includes a montage of four differ- 
ent tumors (eg, capillary hemangioma, lymphangio- 
sarcoma, malignant glomus tumor, and proliferative 
panniculitis) taken at the same magnification so that 
the reader may compare fine details of differential 
- diagnosis. The illustrations are, for the most part, of 
“very high quality. There are also numerous cross 
references, many tables, and color-coded pages (yel- 
low for nonneoplastic lesions, blue for benign neo- 
plastic lesions, and pink for malignant neoplastic 
lesions). Among the tables is one modestly entitled 
“Benign Soft Tissue and Bone Neoplasms Not Con- 
sidered in Detail.” 
Whether this book will expedite the work of the 
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microscopist to determine rapidly the proper diagn: 






sis is difficult to say. Much depends on the back- | 
ground and persistence of the reader. This expensive _ 
book is certainly a well-considered and labored effort — 
unique in its approach to its subject matter. It- 


compliments but does not replace classics such as ` 


Soft Tissue Tumors by Franz M. Enzinger and Shar- 
on W. Weiss (St Louis, CV Mosby Co, 1983), or the 
Armed Forces Institute of Pathology’s Tumors of 
Bone and Cartilage (1971). Rather, this book appears 
to be an outgrowth of Dr Hajdu’s Pathology of Soft 
Tissue Tumors (Philadelphia, Lea & Febiger, 1979). 
THEODORE Kwan, MD 
Boston o 


Retinoids: New Trends in Research and Therapy, edited by 
J. H. Saurat, 516 pp, with illus, $97.50, New York, S Karger 
AG, 1985. 


Keeping abreast of the burgeoning literature on 
retinoids is a difficult task for the dermatology 
resident and dermatologist. This excellent text con- _ 
tains 64 papers presented at the Retinoid Symposium.: — 
held in Geneva from Sept 20 to Sept 22, 1984. The 
value of this book lies in the quality of the papers — 
presented, the range of topics discussed, and the 
international spectrum of its authors. Approximate- 
ly half of the papers presented are from the United _ 
States. Most of the remainder are from Europe, — 
including Switzerland, Austria, Sweden, Germany, 
England, France, Belgium, Denmark, the Nether- 
lands, Finland, and Hungary. Also included are — 
articles from Japan and Israel. : 

This text is quite comprehensive and is most useful 


as a reference text rather than a book to be read ` 


cover to cover. It is divided into seven sections, 
including “General Biology of Retinoids,” “Mecha- 
nisms of Anticarcinogenic Effects,” “Mechanism of ` 
Action in the Skin,” “New Drugs and Pharmacoki- 
netics,” “New Indications for Retinoids in Humans,” 
and “Side Effects.” The section “New Indications for — 
Retinoids in Humans” deals with cutaneous lympho- | 
mas, skin cancer, prevention and treatment of cancer — 
and leukemia, and arthritis. One of the book’s high- 
lights is C. E. Orfanos’ thorough, 20-page discussion, — 
“Retinoids in Clinical Dermatology: An Update.” 
Of particular current interest is D. T. Chews | 
summary of Hoffmann-La Roche’s human pregnan- 
ey experience with the retinoids, found in the section - 
onside effects. Also includedin this section areinform- ~ 
ative studies of spermatologicfunction, effectsonbone — 
and cartilage, liver function, and blood lipids. . 
The book has an attractive blue cover and is | 
beautifully printed on glossy paper. It contains 86 
black-and-white figures and 102 tables. The high cost _ 
of this text prohibits purchase by most residents and _ 
dermatologists. However, because of the quality of - 
the papers presented, I recommend its purchase by _ 
dermatologists who have a particular interest in 
retinoids and by dermatologic libraries. — 
LINDA ARBABI, MD 
Boston : 











 Penecort 
“ is so elegant, 
its almost a 
shame it 

_ disappears. 


There’s no doubt that Penecort (hydrocor- 
tisone) is effective in treating hydrocortisone- 
responsive dermatoses. So are a lot of other 
hydrocortisones. 

But the area of patient acceptance is 
where Penecort shines. Or actually, where it 
“disappears.” Because Penecort has the look 
and texture of a fine-quality cosmetic—deli- 
cate and creamy to the touch. Yet it vanishes 
on the skin with gentle rubbing. In either the 
1% or 2.5% concentrations, Penecort Cream 
is smooth and white—truly elegant. It has an 
appeal for even the most fastidious patient. 

And Penecort Cream is noncomedogenic; as 
is the whole Penecort product “family” A family 
that includes a 2.5% ointment in a white petrola- 
tum base; and a clear, elegant 1% topical solu- 

* tion for use in hairy areas or wherever creams 
may be inappropriate. 
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So prescribe Penecort Cream, vvith the satiny 
feel, and pure vvhiteness patients can see. But 
not for long, 


See adjoining page for brief summary of 
prescribing information. 

Herbert Laboratories =e Sra 
Irvine, CA 92713 ə 
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rsensitivity to any of the components of the preparation. PRE- 
AUTIONS: General: Systemic absorption of topical corticosteroids 
as produced reversible hypothalamic-pituitary-adrenal (HPA) axis sup- 
ssion, manifestations of Cushing’s syndrome, hyperglycemia and 
ucosuria in some. patients. Conditioris which augment systemic 
absorption include the application of more potent steroids, use over 
arge surface areas, prolonged use and the addition of occlusive dress- 
gs. If HPA axis suppression is noted (by using the urinary free cortisol 
and ACTH stimulation tests) an attempt should be made to withdraw 
drug or to redüce the frequency of application. Recovery of HPA 
axis function is generally prompt and complete upon discontinuation 
of the drug. Infrequently, signs and symptoms of steroid withdrawal 
ay occur, requiring supplemental systemic corticosteroids. Children 
“may absorb. proportionally larger amounts of topical corticosteroids 
and thus. be:more susceptible to systemic toxicity. (See 
PRECAUTIONS—Pediatric Use.) If irritation develops, topical cortico- 
teroids should be discontinued and appropriate therapy instituted. In 
he presence of dermatological infections, the use of an appropriate 
antifungal or antibacterial agent should be instituted. If a favorable 
ponse does not occur promptly, the corticosteroid should be discon- 
inued until the infection has been adequately controlled. Informa- 
on for the Patient: Patients using topical corticosteroids should 
receive the following information. and instructions: 1. This medication 
sto be used as directed by the physician. It is for external use only. 
oid contact with the eyes. 2. Patients should be advised not to use this 
medication for any disorder other than for which it was prescribed. 3. 
The treated skin area should not be bandaged or otherwise covered or 
wrapped as to be occlusive unless directed by the physician. 4. Patients 
hould report any signs of local adverse reactions, especially under 


$ 


ly low dosage levels. The more potent corticosteroids have been 
shown to be teratogenic after dermal application in laboratory animals. 
ere are no adequate and well-controlled studies in pregnant women 
on teratogenic effects from topically applied corticosteroids, Therefore, 
topical corticosteroids should be used during pregnancy only if the 
potential benefit justifies the potential risk to the fetus. Drugs of this 
lass should ‘not be used extensively on pregnant patients, in large 
units; or for prolonged periods of time. Nursing Mothers: It is not 
nown whether topical administration of corticosteroids could result 
sufficient systemic absorption to produce detectable quantities in 
breast milk. Systemically administered corticosteroids are secreted into 
breast milk in quantities not likely to have a deleterious effect on the 
i t Nevertheless, caution should be exercised when topical cortico- 
ds are administered to a nursing woman. Pediatric Use: Pediatric 
atients may demonstrate greater susceptibility to topical 
rticosteroid-induced HPA axis suppression and Cushing’s syndrome 
han mature patients because of a larger skin surface area to body 
ight ratio. Hypothalamic-pituitary-adrenal (HPA) axis suppression, 
hing’s syndrome and intracranial hypertension have been reported 
ren receiving topical corticosteroids. Manifestations of adrenal 
suppression in children include linear growth retardation, delayed 
weight gain, low plasma- cortisol levels and absence of response to 
CTH stimulation. Manifestations of intracranial hypertension include 
ulging fontanelles, headaches and bilateral papilledema. Administra- 
of topical corticosteroids to children should be limited to the least 
amount compatible with an effective therapeutic regimen. Chronic cor- 
teroid therapy may interfere with the growth and development of 
hildren. ADVERSE REACTIONS: The following local adverse reac- 
are reported infrequently with topical corticosteroids, but may 
occur more frequently with the use of occlusive dressings. These reac- 
ons are listed in'an approximate decreasing order of occurrence: Burn- 
ig, Itching, Irritation, Dryness, Folliculitis, Hypertrichosis, Acneiform 
ruptions, Hypopigmentation, Perioral dermatitis, Allergic contact der- 
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The Best Therapy for Psoriasis 


Treats More Than the Skin 
PHOTOTHERAPY Treats the Person Inside 


An active, productive life is what everyone wants. But for 
millions o” people of all ages, the distress of psoriasis clouds 
this dream. 

Now physicians can help psoriatics with quick, easy and 
effective phototherapy treatment — a treatment proven 
effective in years of professional use and in a variety of studies 
by. leading medical schools.* What's more, with National 
Biologicol s UVB and/or UVA Phototherapy Systems, you receive 
the following unique National Biological features and benefits: 
e More light energy output — our exclusive ballast system makes 

the difference. 

ə Reflects over twice as much light energy as competitive units 
— our unique reflector material makes it possible. 

e A sealed system for the ultimate in protection — Booths are 
sealed fop and bottom to prevent radiation leakage. 

« Ħ No integrator meters that can malfunction, potentially causing 
overdosage or burns — measurement of lamp intensity is 
completely operator controlled. 

e Installation and complete instruction provided by our trained 
personnel — assures you of trouble-free service. 

e Over 20 years of experience in providing professional 
expertise and support for quality ohototherapv svstems. 





These and other phototherapy benefits, like faster clearing 
of flare-ups and shorter treatment times, mean patients are more 
likely to continue to seek professional guidance and follow 
prescribed regimens. 

For further information on the complete line of UVB and/or UVA 
Phototherapy Systems for the doctor's office and the patient's 
home,** contact: 


The Phototherapy Experts- 
We've Captured the Sun 
İ TE NATIONAL 
| T BIOLOGICAL 
| y CORPORATION 
| e 1532 Enterprise Parkway 


Twinsburg, Ohio 44087 
Phone: (216) 425-3535 





* Send for copies. 


Toll Free: (outside Ohio) 1-800-338-50 








The nevv technology for facial protection 


Now it’s easier to make sure your patients 
protect the skin most vulnerable to solar 
damage. Recommend PreSun® 15 Facial 
Sunscreen. 


Specially formulated to 


encourage use. 

PreSun® 15 Facial Sunscreen provides the 
ultra protection of an SPF 15 sunscreen, 
documented protection against both UVB 
and UVA.” 

And it combines this protection vvith the 
cosmetic advantages of a formula designed 
especially for the face. That's important 
because a current survey documents that 
patients— especially female patients— 
demand more elegant products for use 
on the face.” 
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PESMI 


FACIAL SUNSCREEN 





Preferred 3 to 1 for facial use. 


Of the hundreds of sunscreen users who tried PreSun® 15 
Facial Sunscreen and expressed a preference, nearly three 
times as many preferred it over the brand they previously used 
most often on the face.t 
New PreSun® 15 Facial Sunscreen is 
moisturizing, non-comedogenic, non- 
greasy, non-irritating, ideal for use under 
make-up, and contains no fragrance.* 
Offer your patients the new technology 


Sun 


for facial protection. Ask your Westwood PreSui 
representative for more information and 
patient starter units of PreSun® 15 x 
Facial Sunscreen. 15 15 
“Data on file, Westwood Pharmaceuticals Inc Me Prot 0801 
tin this survey, 348 sunscreen users indicated preferences 211 dəə . 

preferred PreSun 15 Facial Sunscreen; 75 preferred the brand ui 

they used most often: and 62 had no preference. Data on file, SKIN 

Westwood Pharmaceuticals Inc wor 
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a high-potency steroid with a difference 


Dedicated to Dermatology 
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INDICATIONS AND USAGE: 

x SPECTAZOLE Cream is indicated for topical application 

“in the treatment of tinea pedis, tinea cruris, and tinea 
corporis. caused by Trichophyton rubrum, Trichophyton 
mentagrophytes, Trichophyton tonsurans, Microsporum 
Canis; Microsporum audouini, Microsporum gypseum, and 
Epidermophyton floccosum, in the treatment of cutaneous 
candidiasis; and in the treatment of tinea versicolor. 


GONTRAINDICATIONS: 
SPECTAZOLE Cream is contraindicated in individuals 
who have shown hypersensitivity to any of its ingredients. 
WARNINGS: 
PECTAZOLE is not for ophthalmic use. 
PRECAUTIONS: 
“General: If a reaction suggesting sensitivity or chemical 
irritation should occur, use of the medication should be 
discontinued. 

For external use only. Avoid introduction of SPECTAZOLE 
Cream into the eyes. 

Carcinogenicity Studies: Long-term animal studies to 
determine carcinogenic potential have not been performed. 

Fertility (Reproduction): Oral administration of econazole 
nitrate in rats has been reported to produce prolonged 
gestation: Intravaginal administration in humans has not 

own prolonged gestation or other adverse reproductive 
-effects attributable to econazole nitrate therapy. 

: Pregnancy: Pregnancy Category C. Econazole nitrate has 
— Hot been. shown to be teratogenic when administered orally 
‘to: mice, rabbits or rats. Fetotoxic or embryotoxic effects 

> were observed in Segment | oral studies with rats receiving 
“10:40 40 times the human dermal dose. Similar effects were 

observed in Segment Il or Segment Ill studies with mice, 
rabbits and/or rats receiving oral doses 80 or 40 times the 
human dermal dose. 

“Econazöle should be used in the first trimester of 
pregnancy only when the physician considers it essential to 
the welfare of the patient. The drug should be used during 

je second and third trimesters of pregnancy only if clearly 


Nui ing Mothers: İt is not known whether econazole 

nitrate is excreted in human milk. Following oral 
administration of econazole nitrate to lactating rats, 
econazole and/or metabolites were excreted in milk and 

= were found in nursing pups. Also, in lactating rats receiving 

“large oral doses (40 or 80 times the human dermal dose), 
there was a reduction in postpartum viability of pups and 
survival to weaning; however, at these high doses, maternal 
toxicity was present and may have been a contributing 
actor. Caution should be exercised when econazole nitrate 

dministered to a nursing woman. 


VERSE REACTIONS: 
During clinical trials, 12 (3.3%) of 366 patients treated with 
econazole nitrate 1% cream reported side effects, consisting 
: mainly of burning; itching, stinging and erythema. 
OVERDOSE: . 
Overdosage of econazole nitrate in humans has not been 
reported to date. In mice, rats, guinea pigs and dogs, 


HOW SUPPLIED: 
“SPECTAZOLE (econazole nitrate 1%) Cream is supplied in 
tubes of 15 grams, 30 grams, and 85 grams. 
Store SPECTAZOLE Cream below 86°F. 


2 Marks A; Black D: Penetration of econazole through the 
estram corneum and its persistence after topical applica 
ion. Presented at the 13th International Congress of 

Fremotherapy Vienna, Sept 1.1983: (Ar in vivo study. in 
wh single application of tntiated econazole nitrate was 
occlusively in Finn Chambers to each subiect’s 
our period: with skin surface biopsies 
rafter application, and then each day for 


Qur Commitment is to Skin Care & Dermatology. 


DERMATOLOGICAL DIVISION 
-ORTHO PHARMACEUTICAL CORPORATION 
Raritan, New Jersey 08869 
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THE AGA KHAN UNIVERSITY 


Faculty of Health Sciences 
Medical College 


The Aga Khan Medical College is now in its fourth year of operation. Its affiliated . : 


Aga Khan University Hospital has well equipped teaching and service laboratories. | 


and will have 721 beds when fully operational. The University and the University 
Hospital are autonomous privately funded institutions respectively committed to 
the provision of effective education and health services relevant to developin 
countries. 


Applications are invited for full-time faculty appointments in DERMATOLOGY in 
the Department of Medicine. ; 


Candidates applying for these positions are required to have postgraduate 
certification such as Fellowship of the College of Physicians and Surgeons, 
Pakistan; Membership of the Royal College of Physicians, U.K.; Diploma of the 
American Boards of Internal Medicine and Dermatology, or an equivalent: 
qualification as vvell as clinical and academic experience. 


The incumbents will be responsible for patient care, implementation and review... 
of the undergraduate curriculum and development and implementation. of | 
structured postgraduate training programmes for junior hospital staff. 


Salary and benefits will be offered commensurate with qualifications, experience 
and level of responsibility. Candidates intending to pursue a career in Pakistan 
will be preferred. Applications should include detailed résumé, bibliography and 
names and addresses of atleast three referees familiar with recent work history. 
Reply to the Personnel Director, P.O. Box 3500, Stadium Road, Karachi-5, 


Pakistan. Equa! Opportunity Employer 


STOP SWEAT 6 WEEK: 


DRIONIC’ THERAPY FOR THE HYPERHIDROTIC 


MEDICAL NEED — Value of keeping PATIENT NEED — Motivation is to 
skin dry recognized as both preven- prevent social embarrassment ‘and. 
tative and therapeutic for tinea pedis, replacement of garments and footwear.» 
friction blisters, contact dermatitis, Handicap extends to occupations and 
eczema, warts. sports. 


MODALITY — Battery operated device uses no chemicals. Tap water wetted pads. 
are applied to problem areas. Six weeks inhibition follows nominal treatment. 


SAFETY & EFFICACY — Repeated studies confirm safety and efficacy. Clinical : 
studies available on request. Over 12 years hospital use of iontophoretic process 
recorded in England. 


MECHANISM — Hyperkeratotic plugs develop in sweat ducts from treatment s 
current. Study confirms plug by using adhesive patch to partially restore sweating. 


By prescription only direct from manufacturer. (Rx pads on request). Recommended for home use. 
FREE PATIENT LITERATURE AND DISPENSER ON REQUEST. 
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and it persists to fight infection! 


ONE DAY after a single occlusive application, significant 
amounts of SPECTAZOLE Cream were found at all levels of the 
stratum comeum* 


FOUR DAYS after a single application, 
enough SPECTAZOLE Cream was still present in the stratum corneum 
to inhibit growth of pathogenic fungi* 





. Broad-spectrum 
- SPECTAZOLE — 
: (econazole nitrate 1%) Cream 


Please see next page for bref summary of complete Presenbing information. 
© Ortho Pharmaceutica Corporation 1985, ə 2 
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"The safety and efficacy of orally administered 
acyclovir in the suppression of frequent episodes 
of genital herpes have been established only for 
up to 6 months. Chronic suppressive therapy is 
most appropriate when, in the judgement of the 
physician, the benefits of such a regimen out- 
weigh known or potential adverse effects. In 
general, Zovirax Capsules should not be used for 
the suppression of recurrent disease in mildly 
affected patients, Unanswered questions con- 
cerning the human relevance of in vitro muta- 
genicity studies and reproductive toxicity 
studies in animals given very high doses of acy- 
clovir for short periods (see Carcinogenesis, 
Mutagenesis, Impairment of Fertility} should be 
borne in mind when designing long-term man- 
agement for individual patients. Discussion of 
these issues with patients will provide them the 


opportunity to weigh the potential for toxicity 


against the severity of their disease. Thus, this 
regimen should be considered only for appropri- 


sate patients and only for six months until the 


= results of ongoing studies allow a more precise 
_ evaluation of the benefit/risk assessment of 
longed therapy. 









| Limited studies have shown that there are cer 


tain patients for whom intermittent short-term 
treatment of recurrent episodes is effective. This 
approach may be more appropriate than a sup- 
pressive regimen in patients with infrequent 
recurrences. 

Immunocompromised patients with recurrent 
herpes infections can be treated with either 
intermittent or chronic suppressive therapy. 
Clinically significant resistance, although rare, 
is more likely to be seen with prolonged or re- 
peated therapy in severely immunocompromised 
patients with active lesions. 


CONTRAINDICATIONS: Zovirax Capsules 
are contraindicated for patients who develop 
hypersensitivity or intolerance to the compo- 
nents of the formulation. 


WARNINGS: Zovirax Capsules are intended for 
oral ingestion only. 


PRECAUTIONS: General: Zovirax has caused 
decreased spermatogenesis at high doses in some 
animals and mutagenesis in some acute studies 
at high concentrations of drug (see PRECAU- 
TIONS — Carcinogenesis, Mutagenesis, 
Impairment of Fertility). The recommended dos- 
age and length of treatment should not be ex- 
ceeded (see DOSAGE AND ADMINISTRATION). 
Exposure of Herpes simplex isolates to acy- 
clovir in vitro can lead to the emergence of less 
sensitive viruses. The possibility of the appear- 
ance of less sensitive viruses in man must 
borne in mind when treating patients. The rela- 
tionship between the in vitro sensitivity of 
Herpes simplex virus to acyclovir and clinical 
response to therapy has yet to be established. 
Because of the possibility that less sensitive 
virus may be selected in patients who are receiv- 
ing acyclovir, all patients should be advised to 
take particular care to avoid potential transmis- 
sion of virus if active lesions are present while 
they are on therapy. In severely immunocompro- 
mised patients, the physician should be aware 
that prolonged or repeated courses of acyclovir 
may result in selection of resistant viruses 
which may not fully respond to continued acy- 
clovir therapy. 


Drug Interactions: Co-administration of pro- 
benecid with intravenous acyclovir has been 
shown to increase the mean half-life and the 
area under the concentration-time curve. 
Urinary excretion and renal clearance were 
correspondingly reduced. 

Carcinogenesis, Mutagenesis, Impairment 
of Fertility: Acyclovir was tested in lifetime 
bioassays in rats and mice at single daily doses 
of 50, 150 and 450 mg/kg given by gavage. There 
was no statistically significant difference in the 
incidence of tumors between treated and control 
animals, nor did acyclovir shorten the latency of 
tumors. In 2 in vitro cell transformation assays, 
used to provide preliminary assessment of poten- 
tial oncogenicity in advance of these more defini- 
tive life-time bioassays in rodents, conflicting 
results were obtained. Acyclovir was positive 

at the highest dose used in one system and the 
resulting morphologically transformed cells 
formed tumors when inoculated into immuno- 
suppressed, syngeneic, weanling mice. Acyclovir 
was negative in another transformation system 
considered less sensitive. 

In acute studies, there was an increase, not 
statistically significant, in the incidence of 
chromosomal damage at maximum tolerated 
parenteral doses of 100 mg/kg acyclovir in rats 

ut not Chinese hamsters; higher doses of 500 
and 1000 mg/kg were clastogenic in Chinese 
hamsters. In addition, no activity was found 
after 5 days dosing in a dominant lethal study in 
mice. In 6 of 11 microbial and mammalian cell 
assays, no evidence of mutagenicity was ob- 
served. At 3 loci in a Chinese hamster ovary cell 
line, the results were inconclusive. In 2 mam- 
malian cell assays (human lymphocytes and 
L5178Y mouse lymphoma cells in vitro), positive 
responses for mutagenicity and chromosomal 
damage occurred, but only at concentrations at 
least 400 times the acyclovir plasma levels 
achieved in man. 

Acyclovir has not been shown to impair fertil- 
ity or reproduction in mice (450 mg/kg/day, p.o.) 
or in rats (25 mg/kg/day, s.c.). At 50 make/day 
s.c. in the rat, there was a statistically sig- 
nificant increase in post-implantation loss, but 
no concomitant decrease in litter size. In female 
rabbits treated subcutaneously with acyclovir 
subsequent to mating, there was a statistically 
significant decrease in implantation efficiency 
but no concomitant decrease in litter size at a 
dose of 50 mg/kg/day. No effect upon implanta- 
tion efficiency was observed when the same dose 
was administered intravenously. In a rat peri- 
and postnatal study at 50 mg/kg/day s.c., there 
was a statistically significant decrease in the 





group mean numbers of rpora lutea 


implantation sites and live fetuses in the Fi 


generation. Although not statistically signifi- 
cant, there was also a dose related decrease in. 
group mean numbers of live fetuses and implan- 


tation sites at 12.5 mg/kg/day and 25 mg/kg/day, = 


s.c. The intravenous administration of . 
100 mg/kg/day, a dose known to cause.obstruc- 
tive nephropathy in rabbits, caused a significant: . 
increase in fetal resorptions and a corresponding 
decrease in litter size. However, at a maximum 
tolerated intravenous dose of 50 mg/kg/day in 
rabbits, there were no drug-related reproductive 
effects. 

Intraperitoneal doses of 320 or 80 mg/kg/day 
acyclovir given to rats for 1 and 6 months, re- 
spectively, caused testicular atrophy, Testicular 
atrophy was persistent through the 4-week post- 
dose recovery phase after 320 mg/kg/day; some 
evidence of recovery of sperm production was 
evident 30 days postdose. Intravenous doses of 
100 and 200 mpkgiday acyelovir given to dogs 
for 31 days caused aspermatogenesis. Testicles 
were normal in dogs given 50 mg/kg/day, i.v. for 
one month. 


Pregnancy: Teratogenic Effects: Pregnancy 
Category C. Acyclovir was not teratogenic in the 
mouse (450 mü ixg/day, p.o.), rat (50 me/kg/day, 
s.c.) or rabbit (50 mg/kg/day, s.c. and i.v.). There 
are no adequate and well-controlled studies in 
pregnant women. Acyclovir should not be used 
during pregnancy unless the potential benefit 
justifies the potential risk to the fetus. Although 
acyclovir was not teratogenic in animal studies, 
the drug’s potential for causing chromosome 
breaks at high concentration should be taken 
into consideration in making this determination. 


Nursing Mothers: It is not known whether this 
drug is excreted in human milk. Because many 
drugs are excreted in human milk, caution 
should be exercised when Zovirax is adminis- 
tered to a nursing woman. In nursing mothers, 
consideration should be given to not using acy- 
clovir treatment or discontinuing breastfeeding. 


Pediatric Use: Safety and effectiveness in 
children have not been established. 


ADVERSE REACTIONS — Short-Term 
Administration: The most frequent adverse 
reactions reported during clinical trials were 
nausea and/or vomiting in 8 of 298 patient treat- 
ments (2.7%) and headache in 2 of 298 (0.6%). 
Less frequent adverse reactions, each of which 
occurred in 1 of 298 patient treatments (0.3%), 
included diarrhea, dizziness, anorexia, fatigue, 
edema, skin rash, leg pain, inguinal adenopathy, 
medication taste and sore throat. 

Long-Term Administration: The most frequent 
adverse reactions reported in studies of daily 
therapy for 3 to 6 months were headache in 33 of 
251 patients (13.1%), diarrhea in 22 of 251 
(8.8%), nausea and/or vomiting in 20 of 251 
(8.0%), vertigo in 9 of 251 (3.6%), and arthralgia 
in 9 of 251 (3.6%). Less frequent adverse reac- 
tions, each of which occurred in less than 3% of 
the 251 patients (see number of patients in 
parentheses), included skin rash (7), insomnia 
(4), fatigue (7), fever (4), palpitations (1), sore 
throat (2), superficial throm! phlebitis (1), 
muscle cramps (2), pars planitis (1), menstrual 
abnormality (4), acne (3), lymphadenopathy (2), 
irritability (1), accelerated hair loss (1), and 
depression (1). 

DOSAGE AND ADMINISTRATION: Treat- 
ment of initial genital herpes: One 200 mg cap- 
sule every 4 hours, while awake, for a total of 

5 capsules daily for 10 days (total 50 capsules). 

Chronic suppressive therapy for recur- 
rent disease: One 200 mg capsule 3 times daily 
for up to 6 months. Some patients may require = 
more drug, up to one 200 mg capsule 5 times 
daily for up to 6 months. 

Intermittent p perapy: One 200 mg capsule 
every 4 hours, while awake, for a total of 2 
capsules daily for 5 days (total 25 capsules). 
Therapy should be initiated at the earliest sign 
or symptom (prodrome) of recurrence, 

Patients With Acute or Chronic Renal Im- 
pairment: One 200 mg capsule every 12 hoursis 
recommended for patients with creatinine clear- 
ance =10 ml/min/1.73/m3. 

HOW SUPPLIED: Zovirax Capsules (blue, 

opaque) containing 200 mg acyclovir and printed 

with “Wellcome ZOVIRAX 200”- Bottles of 100 

(NDC-0081-0991-55) and unit dose pack of 100 

(NDC-0081-0991-56). 

Sore at 15°-30°C (59°-86°F) and protect from 
ight. 


Burroughs Wellcome Co. 
Research Triangle Park 
Welicome | North Carolina 27709 


Copr. © 1985 Burroughs Wellcome Co. All rights reserved 85-Z0V-15 n 
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Lac-kiydrin 


(ammonium lactate) 


A povverful treatment 
for moderate xerosis. 


— Stratum Corneum Normalization Evaluation” 








LACTICARE 


Stratum Corneum Cell Layers 





Treatment | €“ Post-Treatment—”) 


AQUACARE HP (N= 3) LACTICARE (N — 3) LAC-HYDRIN (N = 6) 





E Moderate xerosis is characterized by a thickening and disorganization of the stratum corneum. The 

1 response to a therapeutic agent can be measured by the degree to which it normalizes the skin. 
Fluorescent-stained skin biopsies allow histological analysis and quantitative measurement of actual 
changes in the stratum corneum. The image above demonstrates clinical improvements clearly 
observed two weeks after discontinuing therapy with LAC-HYDRIN. The superimposed microscopic 
b measurements of stratum corneum thickness demonstrate the superior ability of LAC-HYDRIN over 
By AQUACARE HP and LACTICARE to effect a return to a more normal morphological condition before, 
he during and after treatment. 





Lac-Hydrin™ 


k (ammonium lactate) 


1200” Lotion 


mucous membranes. Mild, transient stinging may occur on abraded or 

inflamed areas or in individuals with sensitive skin. Irritation may 

occur when Lac-Hydrin is used on the face of fair-skinned individuals. 
It is not known whether Lac-Hydrin can cause fetal harm or affect 





(*ammonium lactate equivalent to 12% lactic acid) 

Indications: For treatment of dry, scaly skin (xerosis) and icthyosis 
vulgaris, and for temporary relief of associated itching. 
Contraindications: Hypersensitivity to any component. 

Precautions: For external use only. Avoid contact with eyes, lips, and 


reproductive capacity. Lac-Hydrin should be used by pregnant women 
only if clearly needed. Although lactic acid is a normal constituent of 
blood and tissues, exercise caution when administering to a nursing 
woman. 

Adverse Reactions: The most frequent adverse experiences in patients 


vvith xerosis are transient stinging or burning (1 in 30 patients), 
erythema (1 in 50 patients), and peeling (1 in 60 patients). Other 
adverse reactions which occur less frequently are irritation, eczema, 


petechiae, dryness, and hyperpigmentation. ® 
Due to the more severe initial skin conditions associated with LWESTWOOD 


ichthyosis, there was a higher incidence of transient stinging, burning, De\ N BETT Sk C ARE. — 3 
and erythema (1 in 10 patients). SCIENCE OTED TO €R İN ğ E 







Superior, longer-lasting response 
in stratum corneum normalization. 


O Superior response of LAC-HYDRIN over two traditional moisturizers shown during three 
weeks of therapy and two weeks after treatment ended * 
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O Skin treated with LAC-HYDRIN returned to near normal range of stratum corneum “3 
thickness and remained in a more normal state after treatment vvas vvithdravvn. $ 
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© Skin treated with traditional moisturizers returned to pre-treatment roughness and 
desquamation * 


Yu xal 





gə 


da əə 





LAC-HYDRIN 


AQUACARE HP 


Ə eneit 


LACTICARE 


ae 


əə 


"ə of a6 
n 
“ 


ə 





ələ 

















Day 0 Day 0 
(Pre-Treatment) (Pre-Treatment) 
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LAC-HYDRIN AQUACARE HP 


(End of Treatment) 


LACTICARE 














Day 21 Day 21 
(End of Treatment) (End of Treatment) 
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LAC-HYDRIN AQUACARE HP LACTICARE 

















Day 35 
(14 Days Post-Treatment) 


Day 35 
(14 Days Post-Treatment) 


Day 35 
(14 Days Post-Treatment) 
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*Data on file, Westwood Pharmaceuticals Inc. 


Lac-Hvdrin The healing difference 


i that normalizes the 
(ammonium lactate) stratum corneum. 


Dosage and Administration: Apply to affected areas andrubin = 
thoroughly twice daily or as directed by physician. ə 
How Supplied: 5 oz. plastic tube. 


€ 1986 Westwood Pharmaceuticals Inc.. Buffalo. New York 14213: 


Why co so məny 
dermatologists prefer 
Topicort? 


OSOIVTNONS 


One reason: 
the distinctive bases 





iya 
Emollient Cream = 


Documented efficacy with distinctive non-greasy mo 
dermatoses requiring a high-potency topical corticosi 


DESCXIVETICONE 
Emollient Cream | 


Documented efficacy with distinctive non-greasy mo 
dermatoses responding to a medium potency topical 


BUL DESOXMETASONI 
EASES & SURC 

IS ES | Documented efficacy with distinctive base containing 
O F TH E SKII white petrolatum for maximum occlusion, lubrication 


corticosteroid-responsive lesions. 


yp ALERO 


CRMAN WD (DESCKIVETASONE 
i Gel 0.05% 


Documented efficacy with distinctive gel base — eleç 
potency formulation spreads easily, even over hairy ¢ 
stickiness or greasy after-feel. 


Please see following page for brief summary of full prescribing 















Topicort” 066, 
 (desoximetasone) ts 
Emollient Cream 0.25% 

- Topicort? LP 

` (desoximetasone) 
-Emollient Cream 0.05% 


Topicort? Ointment 
(desoximetasone) 0.25% 








Topicort® Gel 
(desoximetasone) 0.05% 


-Bief Summary—Congult Package insert for Full Prescrib- 


ing İnformation 


INDICATIONS: For relief of the inflammatory and pruritic 
- Manifestations of corticosteroid-responsive dermatoses 
CONTRAINDICATIONS: History of hypersensitivity to 
də component of the preparation. 
PRECAUTIONS: Systemic absorption of topical cor- 
oo fieosteroids has Produced reversible hypothalamic- 

pitultary-adrenal (HPA) axis suppression, manifestations of 
‘Cushing's syndrome, hyperglycemia, and glucosuria in 
some patients, Conditions which augment systemic ab- 
sorption include application of the more potent steroids, 
use Over large surface areas, prolonged use, and addition 
of occlusive dressings. When these conditions exist, 


“evaluate patients periodically for evidence of HPA axis 
Suppression, using urinary free cortisol and ACTH stimula- 


tion tesis. If HPA axis suppression is noted. attempt to 
“withdraw the drug, reduce the frequency of application, or 
substitute a less potent steroid. Recovery of HPA axis 


“function is generally prompt and complete upon discon- 


tinuation. infrequently, signs and symptoms of steroid 
withdrawal may occur, requiring suppiementai systemic 
corticosteroids. 

Children may absorb proportionally larger amounts of 
topical corticosteroids and thus be more susceptible to 
systemic toxicity. 

{f irritation develops, discontinue topical corticosteroids 

Scand institute appropriate therapy. in the presence of der- 
marological infections, institute use of an appropriate an- 
tifungal or antibacterial agent. if favorable response does 
not occur promptly, discontinue the corticosteroid until in- 

“tection has been adequately controlled. Avoid contact with 
the eyes. 

Long-term animal studies have not been performed to 
evaluate the carcinogenic potential or effect on fertility of 
topical corticosteroids. Studies to determine mutagenicity 

with prednisolone and hydrocortisone have revealed 
Negative results. 

orlicosteroids are generally teratogenic in laboratory 
animals when administered systemically at relatively iow 
- dosage teveis, The more potent corticosteroids have been 
shown to be teratogenic after dermal application in 
laboratory animals. There are no adequate and weh- 
controlled studies in pregnant women on teratogenic eft- 
fects from topically applied corticosteroids. They shouid 
be used during pregnancy only if the potential benefit 

< justities the potential risk to the fetus. Drugs of this class 
should not be used extensively on pregnant patients, in 
darge amounts, or for prolonged periods ot time, İl is not 
known whether topical administration of corticosteroids 
could result in sufficient systemic absorption to produce 
detectable quantities in breast mük. Systemicaily ad- 
oministered corticosteroids are secreted into breast mülk in 

“Quantities not likely to have a deleterious effect on the in- 

fant. Nevertheless, caution should be exercised when 
topical corticosteroids are administered to a nursing 
woman. 


Pediatric patients may demonstrate greater suscep- 


"tibiiy to topical corticosteroid-induced HPA axis Suppres- 


sion and Cushing's syndrome than mature patients 
because of a larger skin surface area to body weight ratio 
HPA “axis” Suppression, Cushing's syndrome, and in- 
Wacranial hypertension have been reported in children 
feceiving topical. corticosteroids. Manifestations of 
adrenal. suppression in children include linear growth 
retardation, delayed weight gain, low plasma cortisol 
levels, and absence of response to ACTH stimulation. 
Manifestations of intracranial hypertension include buig- 
sing fontanelles, headaches, and bilateral papilledema. 
Advise parents not to use tight-fitting diapers or plastic 
co pants on achild being treated in the diaper area, as these 
= garments may constitute occlusive dressings. Administra- 
~ ton of topical corticosteroids to children should be limited 
10: te: least: amount compatible with an effective 
therapeutic regimen. Chronic corticosteroid therapy may 
-interfere with growth and development of children. 
“ADVERSE REACTIONS: The following local adverse 
“reactions. listed in approximate decreasing order of occur- 
“rence, are reported infrequently with topical cor- 
“ ticosteroids, but may occur more frequently with the use 
of occlusive dressings: burning, itching, irritation, dryness, 
folliculitis, hypertrichosis, acneiform. eruptions, 


—. .iypopigmentation, perioral dermatitis, allergic contact 


dermatitis, maceration of the skin, secondary infection, 
skin atrophy, striae, and miliaria 


7 Topicort® REG TM Roussel-Uciat 


Hoechst-Rousse! Pharmaceuticals Incorporated 
Somerville, New Jersey 08876 


“ O71210- 386 
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American Medical Association... 


THE DIRECTORY OF RESIDENCY 
TRAINING PROGRAMS 1986-1987 


72nd Edition 





Get the official listing of all 
ACGME accredited programs 
offering graduate medical 
information 


The DIRECTORY contains five all 
inclusive sections. 


Sections: The accreditation process, 
regulations for entry of foreign medical 
graduates to the U.S. and admission to 
U.S. residency programs with a brief 
description of the National Residency 
Matching Program. 


Section ll: General requirements for 
accredited residencies and special 
requirements for training programs in 
each specialty. 


Section fll: Statistical data on number 
of accredited programs, positions, 
trainees, selected characteristics of 
trainees, institutions in graduate 
medical education, 


SectioniV: Accredited residency pro~ 
grams for each specialty by state and city. 


Section V: Institutions and agencies 
participating to a significant extent in 
residency training—listed alphabeti- 
cally by state and city. 


Appendices: Programs offering 
combined medicine /pediatrics train- 
ing, requirements for certification in 
each specialty, a summary of licensure 
requirements for each state, a list of US. 
medical schools accredited by the Liaison 
Committee on Medical Education, 


Keep up to date on Residency Training 
Programs... Use the attached order 
form to send for your copy of the 
DIRECTORY today. 
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| ORDER FORM 


1986-1987 Directory of Residency 
Training Programs 


Book and Pamphiet Fulfiliment, OP-167/6 
American Medical Association 

PO. Box 10946 

Chicago, IL 60610-0946 


Please send me the DIRECTORY as indicated. 


Copies @ $30.00 each. s 
Qty. Includes handling charge 





within U.S.A. 

Less 10% Discount, AMA $ 
members 

Sales Tax {iL & NY $ 


residents oniy) 


For surface shipment 
Qty. outside U.S.A., add $10.00 
to Single Copy cast. $ 


TOTAL $ 


Enclosed is my check, 
made payable to the 
AMA for $ 
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| 
| Subtotal S 
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Name 





Organization 





Address 











City/ State /Zip 


Country 





Credit Card Orders QO VISA O MasterCard 


Acct. # 





Expiration Date = A 





Signature zı 





For quantity discounts and handling charges, call: 
AMA Order Department (312) 280-7168. 


e Payment must accompany all orders. 

e Allow 4-6 weeks for delivery. 

ə Prices subject to change without notice. 

+ For institutional copies, orders must be accom- 
panied by a purchase requisition, 
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ANTIAGHE 





POWER 


60 m 


Antibacterial Anticomedonal 
Antipapular Antipustular 


CleocinT 


; Topical Solution 
(clindamycin phosphate) 














CleocinT 


Topical Solution 
e (clindamycin phosphate): 


CLEOCIN T “Topical Solution 
(clindamycin phosphate, USP. Upjohn) 


INDICATIONS: CLEOCİN T Topical Solution is indicated in the treatment of acne vulgaris. In 
view of the potential for diarrhea, bloody diarrhea, and pseudomembranous colitis, the physi- 
Cian should consider whether other agents are more appropriate. (See CONTRAINDICA- 
TIONS, WARNINGS, and ADVERSE REACTIONS.) 


CONTRAINDICATIONS: CLEOCIN T is contraindicated in individuals with a history of hyper- 
Sensitivity to preparations containing clindamycin or lincomycin, a history of regional enter- 
itis or ulcerative colitis, or a history of antibiotic-associated colitis 


WARNINGS: Orally and parenterally administered clindamycin has been asso- 
ciated with severe colitis which may end fatally. Use of the topical formulation 
results in absorption of the antibiotic from the skin surface. Diarrhea, bloody 
diarrhea, and colitis (including pseudomembranous colitis) have been reported 
with the use of topical and systemic clindamycin. Symptoms can occur after a 
few days, weeks, or months following initiation of clindamycin therapy. They 
have also been observed to begin up to several weeks after cessation of therapy 
with clindamycin. Studies indicate a toxin(s) produced by Clostridium difficile is 
one primary cause of antibiotic-associated colitis. The colitis is usually charac- 
terized by severe persistent diarrhea and severe abdominal cramps and may be 
associated with the passage of blood and mucus. Endoscopic examination may 
reveal pseudomembranous colitis. 


When significant diarrhea occurs, the drug should be discontinued. Large bowel 
endoscopy should be considered in cases of severe diarrhea. 


Antiperistaltic agents such as opiates and Lomotil may prolong and/or worsen the condition 
Vancomycin has been found to be effective in the treatment of antibiotic-associated pseudo- 
membranous colitis produced by Clostridium difficile. The usual adult dosage is 500 mg 


Mild cases of colitis may respond to discontinuance of c indamycin. Moderate to severe cases 
should be managed promptly with fluid, electrolyte, and protein supplementation as indi- 
cated. Cholestyramine and colestipol resins have been shown to bind the toxin in vitro. If both 
a resin and vancomycin are to be administered concurrently, it may be advisable to separate 
the time of administration of each drug. Systemic corticoids and corticoid retention enemas 
may help. Other causes of colitis should also be considered 


PRECAUTIONS: CLEOCIN T contains an alcohol base which will cause burning and irritation 
of the eye. In the event of accidental contact with sensitive surtaces (eye, abraded skin 
Mucous membranes), bathe with copious amounts of cool tap water. The solution tastes 
unpleasant 


CLEOCIN T should be prescribed with caution in atopic individuals 
Pregnancy: This drug should be used during pregnancy only if Clearly needed 


Nursing Mothers: Nursing should not be undertaken while a patient is on a drug since 
many drugs are excreted in human milk 


ADVERSE REACTIONS: Skin dryness is the most common adverse reaction 





Clindamycin has been associated with severe colitis which may end fatally (see WARNINGS) 


Cases of diarrhea, bloody diarrhea, and colitis (including pseudomembranous colitis) have 
been reported in patients treated with topical clindamycin 


Other effects which have been reported in association with topical formulations include 


Abdominal pain Gram-negative folliculitis Sensitization 

Contact dermatitis Irritation Stinging of the eye 
Gastrointestinal disturbances Oily skin 

DOSAGE AND ADMINISTRATION: Appy a thin film of CLEOCIN T Topical Solution twice 
daily to affected area 


HOW SUPPLIED: CLEOCIN T Topical Solution containing clindamycin phosphate equivalent 
to 10 mg clindamycin per milliliter is available in the following sizes 


30 ml applicator bottle - NDC 0009-3116-01 

60 ml applicator bottle - NDC 0009-3116-02 

16 oz (473 ml) bottle - NDC 0009-3116-04 | Upjohn | 

The applicator is designed so that the solution may be The Upjohn Company 
applied directly to the involved skin Kalamazoo, MI 49001 USA 
CAUTION: Federal law prohibits dispensing without pre- 

scription B-2-S 


For additional product information, see package J-6456 
insert or consult your Upjohn representative. January 1987 





97% of the almost 
10000 people 
at E-Systems save 
with Bonds. 


Dennis Krausman— 

Engineering Manager 

“My parents used to save money with the plan. 
Payroll deductions are an easy way for me to 
put aside money for my 
children’s college 
education.” 






Loraine Dabney— 
Assembly 
Supervisor 

“Vve been saving 
for 15 years 


i Lucille Ferrante— 
vəli isə? Secretary/Facilities 
has been on “U.S. Savings Bonds 
the plan for are great for gifts. 

22 years. They've They re also 
helped us to excellent for putting 
buy another house avvay ə” 
and other major retirement. My 


purchases. VVe husband and | have 
never miss the been savers for over 
money.” 20 years.” 


Buy U.S. Savings Bonds 


They re on the way 
ət to security because D Sty 
Gm- Take (a 
— 
ana Te Anarin Con — StOCK a at 


F recorta America 


U.S. Savings Bonds Division 
Department of the Treasury 
Washington, D.C. 20226 

SEND ME FREE INFORMATION 


I want to find out all about the Payroll Savings Plan 


NAME 
POSITION 
COMPANY 
ADDRESS 
CITY STATE ZIP 
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Power 
without suppression: 


(fluocinonide) 


First 





Power 
exclusively yours. 


Five proven dosage forms 

P> Steroid 100% dissolved* 

P> May be prescribed for children 

p> No 45-gram/week limitation 
May be used with occlusion, if desired 
Stores at room temperature 
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“With the exception of Lidex-E cream, which has been formulated to maximize emolliency. 
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Lidex cream 
The slightly drying choice 
for wet lesions. 


Lidex’-E cream 


Versatile emollient for 
wet or dry lesions. 











Lidex Solution 


Proven Lidex power in a 


non-greasy solution base. 


y 


Brief Summary of Prescribing Information 

LIDEX®(fluocinonide) CREAM 0.05% 

LIDEX?(fluocinonide) OINTMENT 0.05% 

LIDEX®-E (fluocinonide) CREAM 00596 

LIDEX?(fluocinonide) TOPICAL SOLUTION 0.05% 

LIDEX*(fluocinonide) GEL 0.05% 

Description: These preparations are all intended tor topical adminis- 
tration. LIDEX preparations have as their active component the corticoste- 
roid fluocinonide. which is the 21-acetcte ester of fluocinolone acetonide 
and has the chemical name pregna-l. 4-diene-3, 20-dione. 21-(acetyl- 
oxy)-6. 9-difluoro-11-hydroxy-16. 17-{(1-methylethylidene) bis(oxy)}-. (6x 
UB, 16x )- 

LIDEX-E cream contains fluocinonide 0.5 mg/g in a water-washable 
aqueous emollient base of stearyl alcohol. cetyl alcohol. mineral oil 
propylene glycol. sorbitan monostearate. polysorbate 60, citric acid and 
purified water 

LIDEX cream contains fluocinonide 05 mg/g in FAPG® cream. a spe- 
cially formulated cream base consisting of stearyl alcohol, polyethylene 
glycol 8000, propylene glycol. |. 2. 6-hexanetriol and citric acid. The 
white cream vehicle is greaseless, non-staining. anhydrous and com- 
pletely water miscible The base provides emollient and hydrophilic 
properties. In this formulation. the active ingredient is totally in solution 
LIDEX ointment contains fluocinonide 0.5 mg/g in a specially tormulated 
ointment base consisting of Amerchol CAB (mixture of sterols and higher 
alcohols). white petrolatum. propylene carbonate and propylene gly- 
col. It provides the occlusive and emollient effects desirable in an oint- 
ment. In this formulation the active ingredient is totally in solution 

LIDEX gel contains fluocinonide 0.5 mg/g in a specially formulated gel 
base consisting of propylene glycol, propyl gallate. edetate disodium 
and carbomer 940, with NaOH and/or HC! added to adjust the pH. This 
clear. colorless thixotropic vehicle is greaseless. non-staining and com 
pletely water miscible. In this formulation, the active ingredient is totally 
in solution. 

LIDEX topical solution contains tluocinonide 0.5 mg/ml in a solution ot 
alcohol (35% ), diisopropyl adipate, citric acid and propylene glycol 
Indications and Usage: These products are indicated for the relie the 
inflammatory and pruritic manifestations of corticosteroid-responsive 
dermatoses. 

Contraindications: Topical corticosteroids are < 
patients with q history of hypersensitivity to any of 
preparation 

Precautions General: Periodically evaluate patients given a large dose 
Of a potent topical! steroid applied to a large area or under oc 
dressing for HPA suppression by using urinary free cortisol and ACTH 
stimulation tests. If suppression is noted. stop the drug, reduce the fre- 
quency of use, or use less potent steroid 

Supplemental steroids may be needed if steroid withdrawal occ 
Not for ophthalmic use. I! there is contact with the eyes and 
irritation occurs, immediately flush the eyes with a large volum 
water 

If irritation develops, stop the drug and use appropriate therapy. 
Use appropriate therapy for dermatologic infection Lacking prompt 
response, stop the drug until infection is controlled 

Patient Info tion: Use only as directed. For external use only Avoid 
contact wit s. Flush with water if pro: t contacts eye(s) and irrita 
tion occurs. Report adverse reactions. Do not bandage or cover area 
unless directed by doctor. Do not use tight diapers or plastic pants on a 
child being treated in diaper area 

Carcinogenesis. Mutagenesis, Impairment ot Fertility: Long-term carcin 
ogenic and fe! 101 been done Mutagenicity 
studies with prednı ee and hydrocortisone were negative 
Pregnancy Category C Use during pregnancy only if potential risk is 
yustified. Do not use extensively. in large amounts. or tor prolonged time 
on pregnant patients 

Nursing Mothers: Use with caution 

Pediatric Use: Children may be more susceptible to HPA suppression 
and Cushing's syndrome than adults. Intracranial hypertension has also 
been reported in children. Use least amount that is effective Chronic use 
may interfere with growth and development 

Adverse Reactions: The following were reported infrequently, but may 
be more frequent with occlusion: burning. itching. irritation. dryness 
folliculitis, hypertrichosis. acneiform eruptions. hypopigmentation 
perioral dermatitis, allergic contact dermatitis. maceration of the skin 
secondary infection, skin atrophy. striae, miliarıq 

Overdosage: Can produce systemic effects 
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four times daily depending on 
the severity of the condition 

Occlusive dressings may be used for the management of psoriasis or 
recalcitrant conditions 

If an infection develops. the use of occlusive dressings should be disco 
tinued and appropriate antimicrobial therapy instituted 

How Supplied 

LIDEX® (fluocinonide) cream 00596. 15 g Tube-NDC 0033-2511-13, 30 g 
Tube-NDC 0033-2511-14. 60 g Tube-NDC 0033-2511-17 120 g Tuıbe-NDC 
0033-2511-22 














LIDEX® (tluocinonide) ointment 0.05%, 15 g Tube- NDC 0033-2514-13 30 g 
ər 


( 


Tube-NDC 0033:-2514-14. 60 g Tube-NDC 0033-2514-17 120 g Tube-N 
0033-2514-22 

LIDEX®-E (tluocinonide) cream 00596. 15 g Tube 
Tube—NDC 0033-2513-14, 60 g Tube-NDC 0033- 
0033-2513-22 

LIDEX® (fluocinonide) topical solution 0.05%. Plastic squeeze bottles, 20 
cc-NDC 0033-2517-44. 60 cc-NDC 0033-2517-46 

Store the above products at room temperature Avoid excessive heat 
above 40°C (104“F) 

LIDEX® (fluocinonide) gel 0.05%. 15 g Tube-NDC 
Tube-NDC 0033-2507-14. 60 g Tube-NDC 0033-250 
0033-2507-22 

Store at controlled room temperature, 15-30”C (59-86°F 

CAUTION: Federal law prohibits dispensing without prescription. 
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0033-2507-13 
17 120 g Tube 
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Promoted exclusively 
to dermatologists 





SYNTEX LABORATORIES. INC. 
PALO ALTO, CA 94304 
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beautiful by design 


Simplicity ] 


O One MYCELEX® Cream or Solution prescription covers a 3 


range of epidermal mycoses, vvith a choice of dosage forms The beautifully intricate design of the seeds ina a 
to meet specific needs. haaa əl o 1 


O Convenient b./.d. application. 


Elegance 


O Cosmetically elegant, nongreasy MYCELEX” 
Cream can be used for epidermal mycoses 
anywhere on the body. Also available as 
1% Solution. 


Beautiful by design 


Uu MYCELEX® is designed to provide in-depth 
dermal penetration with minimal systemic 
absorption. ' 


O MYCELEX® Cream and Solution have 
demonstrated efficacy against C. albicans, 
M. furfur, T. rubrum, T. mentagrophytes, 
E. floccosum, and M. canis.? MYCELEX® Cream 
and Solution are indicated for tinea pedis, tinea 
cruris, tinea corporis, tinea versicolor (due to 
M. furfur), and candidiasis (due to C. albicans). 


Mycelex 


1% Cream 


(clotrimazole) 1% soiution 
The full coverage antifungal 





® ann a 
d Sie Mycelex 1% 


(clotrimazole) Cream 





Please see brief summary of prescribing information on following page. 
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 Mycelex” 


(clotrimazole) 1% soiution 
(For dermatologic use only) 


BRIEF SUMMARY 
Description; Mycelex” Cream and Solution contain clotrimazole. a synthetic antifungal agent 
indications: Mycelex” Cream and Solution are indicated for the topical treatment of the follow- 
ing dermal infections: tinea pedis, tinea cruris, and tinea corporis due to Trichophyton rubrum, 
Trichophyton mentagrophytes, Epidermophyton floccosum, and Microsporum canis; candidia- 
sis due to Candida albicans, and tinea versicolor due to Malassezia fur fur. 
+: Gontraindications: Mycelex” Cream and Solution are contraindicated in individuals sensitive 
to any of their components. 
Warnings: Myeelex” Cream and Solution are not for ophthaimic use. 
Precautions: General: If irritation or sensitivity develops with the use of Mycelex” Cream or 
Solution, treatment should be discontinued and appropriate therapy instituted 
İnformation For Patients: 
The patient should be advised te: 
1: Use the medication for the full treatment time even though the symptoms may have im- 
proved. Notify the physician if there is no improvement after four weeks of treatment. 
2. Inform the physician if the area of application shows signs of increased irritation (redness, 
itching, burning, blistering, swelling, oozing) indicative of possible sensitization 

3. Avoid the use of occlusive wrappings or dressings. 
iii A Avoid sources of infection or reinfection. 
“Laboratory Tests: H there is lack of response to Mycelex* Cream or Solution, appropriate mi- 
crobiological studies should be repeated to confirm the diagnosis and rute out other pathogens 
before instituting another course of antimycotic therapy. 
ie Interactions: Synergism or antagonism between clotrimazole and nystatin, or amphoteri- 
çin B, or flucytosine against strains of C. albicans has not been reported 
Carcinogenesis, mutagenesis, impairment of fertility: An 18-month oral dosing study with 
clotrimazole in rats has not revealed any carcinogenic effect. 
İn tests for mutagenesis, chromosomes of the spermatophores of Chinese hamsters which had 
been exposed to clotrimazole were examined for structural changes during the metaphase 
Prior to testing, the hamsters nad received tive oral clotrimazole doses of 100 mg/kg body 

weight, The results of this study showed that clotrimazole had no mutagenic effect. 
: Usage in Pregnancy: Pregnancy Category B: The disposition of '4C-clotrimazole has been 
studied in humans and animals. Clotrimazole is very poorly absorbed following dermal applica- 
tiortor intravaginal administration to humans 
In clinical trials, use of vaginally applied clotrimazole in pregnant women in their second and 
third trimesters has not been associated with ill effects. There are. however, no adequate and 
well-controlled studies in pregnant women during the first trimester of pregnancy. 
Studies in pregnant rats with intravaginal doses up to 100 mg/kg have revealed no evidence of 
harm to the fetus due to clotrimazole. 
“High oral doses of clotrimazole in rats and mice ranging from 50 to 120 mg/kg resulted in em- 
“` bryofoxicity (possibly secondary to maternal toxicity}. impairment of mating, decreased litter 
size and number of viable young and decreased pup survival to weaning. However, clotrimazole 
was not teratogenic in mice, rabbits and rats at oral doses up to 200, 180 and 100 mg/kg, respec- 
tively. Oral absorption in the rat amounts to approximately 90% of the administered dose 
Because animal reproduction studies are not always predictive of human response, this drug 
Should be used in if clearly indicated during the first trimester of pregnancy. 
“Nursing Mathers: İt is not known whether this drug is excreted in human milk. Because many 
-drugs are excreted in human mik, caution should be exercised when clotrimazole is used bya 
-nursing woman, 
Pediatric Use: Safety and effectiveness in children have been established for clotrimazole when 
used as indicated and in the recommended dosage. 
Adverse Reactions: The following adverse reactions have been reported in connection with the 
use of the cream and solution forms of this product: erythema, stinging, blistering, peeling. 
edema, pruritus, urticaria, burning, and general irritation of the skin 
Overdosage: Acute overdosage with topical application of clotrimazole is unlikely and would 
fot be-expected to lead to a life-threatening situation. 
Dosage and Administration: Gently massage sufficient Mycelex” Cream or Solution into the 
affected and surrounding skin areas twice a day, in the morning and evening. 
Clinical improvement. with relief of pruritus, usually occurs within the first week of treatment 
with Mycelex. If the patient shows no clinical improvement after four weeks of treatment with 
Mycelex, the diagnosis should be reviewed. 
‘How Supplied: Mycelex” Cream 1% is supplied in 15, 30, and (2 x 45) gram tubes. 
Mycelex” Solution 1% is supplied in 10 mi and 30 mi plastic bottles. 
(Store between 2° and 30°C (36° and 86°F). 

US. Patents No. 3,660,577 and 3,705,172. 


< Miles Pharmaceuticals 
< = Division of Miles Laboratories, Inc. 
. West Haven, Connecticut 06516 
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References: 1. Duhm, B., Maul, W., Medenvvald, H., ef al. : Postgrad. Med. J. 
(July Suppl )-13-16, 1974. 2. Spiekermann, PH. and Young M.D.: Arch. Dermatol. 
11:350-352, 1976. 





FACULTY AND 
FELLOWSHIP 
RECRUITMENT 


THE UNIVERSITY OF MICHIGAN 
DEPARTMENT OF DERMATOLOGY 


is seeking outstanding individuals for the opportunities listed below. All 
positions provide excellent working and living conditions in Ann Arbor and 
the opportunity to join a progressive, growing, University Dermatology De- 
partment. Salary and title are negotiable for faculty positions. Positions are 
currently available, although it is expected that most applicants will wish to 
Start on July 1, 1987. 


CLINICAL DERMATOPHARMACOLOGY UNIT: Entry-level faculty position. . 


(Lecturer or instructor) or Assistant Professorship. The position represents 
an exceptional opportunity for a dermatologist to begin or expand an aca- 
demic career. At least 60% of effort will involve clinical research; 40% di- 
vided among patient care, laboratory research if desired, or additional effort 
in clinical research. 

The clinical research involves the development and testing of new der- 
matologicals. Most studies are at the forefront of dermatopharmacology. A 
Staff is in place to assist with the research. Direct performance of research 
(all of which involves patients or normal volunteers) is expected, as is super- 
vision of residents involved in clinical research. 

Candidates should be interested in a career in academic dermatology, the 
pharmaceutical industry, or a combination of both. No experience in clinical 
research is required as substantial opportunity for on-job experience is 
available. Excellent opportunities for advancement. A wealth of previously 
collected data is available for development into publications. 


PATIENT CARE UNITS: For a full-time clinical faculty member to provide 


general dermatologic care at several departmental satellites, all within 30 7” 


minutes of the central campus. Teaching and clinical research at University 
Hospital will also be expected. Excellent opportunities for advancement at 
central department location. Candidate must possess demonstrated clinical 
expertise, interpersonal skills and administrative ability. 


DERMATOSURGERY UNIT: A position is available for a second dermatologic 
Surgeon to assist in continuing to build the Cutaneous Surgery and On- 
cology Unit. The applicant must be trained in dermatosurgery, or untrained 
but willing to obtain subspecialty training in dermatologic surgery. 

The responsibilities of the position will include the teaching of surgery to 
residents and the performance of advanced dermatologic and Mohs sur- 
gery. An interest in prospective clinical or basic research as it pertains to 
surgery and cutaneous oncology is essential. 

Candidates for the 3 positions listed above must be eligible for, or dip- 
İomates of, the American Board of Dermatology. 


IMMUNODERMATOLOGY UNIT: Entry level faculty position up to an As- 
sistant Professorship. The applicant must be trained in dermatology and in 
addition have two to three years basic research experience. The position 
involves 80% effort in basic laboratory research with the remainder di- 
vided among patient care and clinical teaching. Basic research experience 
must have involved immunology of the skin, in particular cell-mediated 
mechanisms. 


BASIC SCIENCE FELLOWSHIPS: For M.D.s (prior to, during, or after their 
dermatology residencies) or Ph.D.s to obtain basic laboratory research ex- 
perience leading to a career in academic dermatology. Two NIH training 
grant awards are available in the fields of: cellular immunology and inflam- 
mation of the skin; molecular genetics of epidermal growth control; mem- 
brane-mediated regulation of epidermal growth; or regulation of epidermal 
function. Commitments are generally made for two years for these post- 
doctoral training grants. 


Address applications specifying positions of interest and including cur- 
riculum vitae to: 


John J. Voorhees, M.D. 
Professor and Chairman 
Department of Dermatology 
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University of Michigan Medical Center 2 


A. Alfred Taubman Health Care Center 
Ann Arbor, Michigan 49109-0314 


The University of Michigan is a 
nondiscriminatory affirmative action employer 





Senior Physicians! 


Join the AASP... 


The AASP is the American Association of 
Senior Physicians, the only national or- 
ganization devoted exclusively to the 
needs and interests of physicians who are 
in their later years or planning to retire. 


get the latest news 
on how to get more out 
of your later years! 


Every other month, you'll receive the 
AASP Newsletter which provides you with 
a wealth of information and advice of im- 
mediate interest and use. It features arti- 
cles on: 

e İnvestment questions and answers 
Wills and estate planning 

Current medical news 

Employment and volunteer oppor- 
tunities 

Discount benefits 

Successful retirement lifestyles 
Member's Corner (vacation home ex- 
changes, hobby and collector's ex- 
change) 

Sale or disposition of a practice 


Get more out of your later years, join 
the AASP now. For details, write: 


AMERICAN ASSOCIATION 
OF SENIOR PHYSICIANS 


536 North State Street 
Chicago, Illinois 60610 
312-645-4970 
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Temaril® 
(trimeprazine tartrate) 


INDICATIONS Treatment of pruritic symp- 
toms in urticaria. Relief of pruritic symp- 
toms in a variety of allergic and non-allergic 
conditions including atopic dermatitis, neu- 
rodermatitis, contact dermatitis, pityriasis 
rosea, poison ivy dermatitis, eczematous 
dermatitis, pruritus ani and vulvae, and 
drug rash. 


CONTRAINDICATIONS Temaril (tri- 
meprazine tartrate) is contraindicated: in 
comatose patients; in patients who have 
received large amounts of central nervous 
system depressants (alcohol, barbituates, 
narcotics, etc.); in patients with bone mar- 
row depression; in patients who have dem- 
onstrated an idiosyncrasy or hypersen- 
sitivity to "Temaril” or other phenothiazines; 
in newborn or premature children; and in 
nursing mothers. It should not be used in 
children who are acutely ill and/or dehy- 
drated, as there is an increased suscep- 
tibility to dystonias in such patients. 


WARNINGS Temaril (trimeprazine tartrate) 
may impair the mental and/or physical abil- 
ity required for the performance of poten- 
tially hazardous tasks, such as anying a 
vehicle or operating machinery. Similarly, it 
may impair mental alertness in children. 
The concomitant use of alcohol or other 
central nervous system depressants may 
have an additive effect. Patients should be 
warned accordingly. 


"Temaril” should be used with extreme cau- 
tion in patients with 

Asthmatic attack 

Xu age glaucoma 

Prostatic hypertrophy 

Stenosing peptic ulcer 

Pyloroduodenal obstruction 

Bladder neck obstruction 

Patients receiving monoamine oxidase 

inhibitors 


Vanags in Pregnancy: The safe use of 'Tem- 
aril' has not been established with respect 
to the possible adverse effects upon fetal 
development. Therefore, it should not be 
used in women of childbearing potential. 
Jaundice and prolonged extrapyramidal 
symptoms have been reported in infants 
whose mothers received phenothiazines 
during pregnancy. 

Usage in Children: ‘Temaril’ should be used 
vvith caution in children vvho have a history 
of sleep apnea or a family history of sudden 
infant death syndrome (SIDS). It should 
also be used with caution in young chil- 
dren, in whom it may cause excitation 
Overdosage may produce hallucinations, 
convulsions and sudden death 


Usage in Elderly Patients (60 years or 
ə Elderly patients are more prone to 
develop the follovving side effects from 
phenothiazines: 

Hypotension 

Syncope 

Toxic confusional states 

Extrapyramidal symptoms, 

especially parkinsonism 
Excessive sedation 


PRECAUTIONS Temaril (trimeprazine tar- 
trate) may significantly affect the actions of 
other drugs. It may increase, prolong or 
intensify the sedative action of central ner- 
vous system depressants such as anesthet- 
ics, barbiturates or alcohol. When ‘Temaril’ 
is administered concomitantly the dose of a 
narcotic or barbiturate should be reduced 
to 1/4 or 1/2 the usual amount. İn the patient 
with pain, receiving treatment with narcot- 
ics, excessive amounts of ‘Temaril’ may 
lead to restlessness and motor hyperac- 
tivity. ‘Temaril’ can block and even reverse 
the usual pressor effect of epinephrine. 
"Temaril” should be used cautiously in per- 
sons with acute or chronic respiratory 
impairment, particularly children, as it may 
suppress the cough reflex 


This amg snadia be used cautiously in per- 
sons with cardiovascular disease, impair- 
ment of liver function, or those with a history 
of ulcer disease. 

Since 'Temaril' has a slight antiemetic 
action, it may obscure signs of intestinal 
obstruction, brain tumor, or overdosage of 
toxic drugs. 


Phenothiazines have been shown to ele- 
vate prolactin levels; the elevation persists 
during chronic administration. Tissue 
culture experiments indicate that approxi- 
mately one-third of human breast cancers 
are prolactin-dependent in vitro, a factor of 
potential importance if the prescribing of 
these drugs is contemplated in a patient 
with a previously detected breast cancer. 
Although disturbances such as galactor- 
rhea, amenorrhea, gynecomastia, and 
impotence have been reported, the clinical 
significance of elevated serum prolactin 
levels is unknown for most patients. An 
increase in mammary neoplasms has been 
found in rodents after chronic administra- 
tion of neuroleptic drugs. Neither clinical 


nor epidemiologic studies conducted to 
date, however, have shown an association 
between chronic administration of these 
drugs and mammary tumorigenesis; the 
available evidence is considered too lim- 
ited to be conclusive at this time. 


Drugs which lower the seizure threshold, 
including phenothiazine derivatives, 
should not be used with ‘Amipaque’* As 
with other phenothiazine derivatives, "Tem- 
aril’ should be discontinued at least 48 
hours before myelography, should not be 
resumed for at least 24 hours nosine 
cedure, and should not be used for the 
control of nausea and vomiting occurring 
either prior to myelography or post- 
procedure. 

ADVERSE REACTIONS Temaril (tri- 
meprazine tartrate) may produce adverse 
reactions attributable to both phe- 
nothiazines and antihistamines. 


Note: Not all of the following adverse reac- 
tions have been reported with Tem- 
aril (trimeprazine tartrate); however, 
pharmacological similarities among 
the phenothiazine derivatives require 
that each be considered when "Tem- 
aril' is administered. There have been 
occasional reports of sudden death 
in patients receiving phenothiazine 
derivatives chronically. 


C.N.S. Effects: Drowsiness is the most 
common C.N.S. effect of this drug. Extra- 
pyramidal reactions (opisthotonos, dys- 
tonia, akathisia, dyskinesia, parkinsonism) 
occur, particularly with high doses. (See 
Overdosage section for management of 
extrapyramidal symptoms). Hyperreflexia 
has been reported in the newborn when a 
phenothiazine was used during pregnancy. 
Other reported reactions include dizziness, 
headache, lassitude, tinnitus, incoordina- 
tion, fatigue, blurred vision, euphoria, 
diplopia, nervousness, insomnia, tremors 
and grand mal seizures, excitation, cata- 
tonic-like states, neuritis and hysteria, ocu- 
logyric crises, disturbing dreams/night- 
mares, pseudoschizophrenia, and intensi- 
fication and prolongation of C.N.S. depres- 
sants (opiates, analgesics, antihistamines, 
barbiturates, alcohol), atropine, heat, 
organophosphorus insecticides. 
Cardiovascular Effects: Postural hypoten- 
sion is the most common cardiovascular 
effect of phenothiazines. Reflex tachycar- 
dia may be seen. Bradycardia, faintness, 
dizziness and cardiac arrest have been 
reponodi ECG changes, including blunting 
of T waves and prolongation of the Q-T inter- 
val, may be seen. 


Gastrointestinal: Anorexia, nausea, vomit- 
ing, epigastric distress, diarrhea, constipa- 
tion, and dry mouth may occur. Increased 
appetite and weight gain have also been 
reported. 

Genitourinary: Urinary frequency and dys- 
uria, urinary retention, early menses, in- 
duced lactation, gynecomastia, decreased 
libido, inhibition of ejaculation and false 
positive pregnancy tests have been 
reported. 

Respiratory: Thickening of bronchial secre- 
tions, tightness of the chest, wheezing and 
nasal stuffiness may occur. 

Allergic Reactions: These include urticaria, 
dermatitis, asthma, laryngeal edema, 
angioneurotic edema, photosensitivity, 
lupus erythematosus-like syndrome and 
anaphylactoid reactions. 


Other Reported Reaction: Leukopenia, 
agranulocytosis, pancytopenia, hemolytic 
anemia, elevation of plasma cholesterol 
levels and thrombocytopenic purpura have 
been reported, Jaundice of the obstructive 
type has also been reported; it is usually 
reversible but chronic jaundice has been 
reported. Erythema, peripheral edema, 
and stomatitis have been reported, High or 
prolonged glucose tolerance curves, 
glycosuria, elevated spinal fluid proteins 
and reversed epinephrine effects may also 
occur. 


Rare occurrences of neuroleptic malignant 
syndrome (NMS) have been reported in 
patients receiving phenothiazines. This 
syndrome is comprised of the symptom 
complex of hyperthermia, altered con- 
sciousness, muscular rigidity and autono- 
mic dysfunction and is potentially fatal. 
Long-Term Therapy Considerations: After 
prolonged phenothiazine administration at 

igh dosage, LALƏ of the skin has 
occurred, chiefly in the exposed areas. 
Ocular changes consist of the appearance 
of lenticular and corneal opacities, epithe- 
lial keratopathies and pigmentary retinopa- 
thy. Vision may be impaired. 


* Trademark Reg. U.S. Pat. Off.: Amipaque" 
for metrizamide, distributed by Winthrop- 
Breon Laboratories 


Herbert Laboratories 


A SMITHKLINE BECKMAN COMPANY 
Irvine, California 92713 
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Has pruritus ` 
puf your 
patients at | 
the end of 

their ropes? 


Prescribe Temaril 
fo keep the ifch in line i 


Temaril provides effective relief of pruritic symptoms in 
urticaria, allergies, atopic dermatitis, contact dermatitis 
and other pruritic dermatoses. 





Temaril Spansule® (sustained-release capsules) is the 
only sustained release oral antipruritic therapy available 
to provide convenient BID dosing and gradual, 12-hour 
release. 


These Spansule sustained-release capsules plus easy- 
to-swallow coated tablets and a pleasant tasting syrup 

offer the necessary flexibility of dosage forms to treat all ~- 
your patients. 


Temaril” 


(trimeprazine tartrate) 
To keep the itch in line 


Herbert Laboratories 


A SMITHKLINE BECKMAN COMP? 
Irvine, CA 92713 
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Please see the adjacent page for a brief summary. 
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Correspondence 


The CORRESPONDENCE department of the ARCHIVES is 
meant to provide a forum for exchange of ideas about 
cutaneous medicine and surgery, and is divided into two 
sections. The COMMENTS AND OPINIONS section is intended for 
responses to articles previously published in the journal or 
for comments on philosophic and practical issues pertain- 
ing to dermatology. If an ARCHIVES article is discussed, the 
letter should contain this reference and be received within 
two months of the article’s publication. The VIGNETTES 
section contains ministudies, very short case reports, rapid 
publications, and preliminary observations that lack the 
data to qualify as full journal articles, 

We encourage submission of letters for publication in the 
CORRESPONDENCE section. Acceptance is contingent on edito- 
rial review and space available. Correspondence should be 
double-spaced, submitted in triplicate, and be clearly 
marked “for publication.” Correspondence should not 
exceed 500 words, contain more than five references and 
two figures, and must include a copyright transfer state- 
ment (see Instructions for Authors) when submitted. 





Comments and Opinions 





Arachidonic Acid Metabolites in Cutaneous 
Carcinomas 


To the Editor.—We were interested in the findings of 
Vanderveen et al, who showed elevated levels of 
prostaglandins E, and F. (PGE, and PGF.) in cuta- 
neous carcinomas, and even higher levels in those 
tumors exhibiting an aggressive growth pattern. 
However, we feel that the authors have not taken 
into sufficient account the possible contribution of 
endothelial cells to these eicosanoid levels and the 
interrelationship between the behavior of the tumors 
and the underlying blood vessels. 

The products of arachidonic acid metabolism in 
endothelial celis include PGI,, PGE, and PGF,,. 
Data from isolated vessel segments and cultured 
endothelial cells suggest that the quantities of these 
prostaglandins synthesized depends on the site and 
size of the bloed vessels.’ Thus, PGI, is the major 
product from large blood vessels, whereas PGF, and 
PGE, appear tc be the major products from dermal 
microvessels. It is quite feasible, therefore, that an 
increased number of blood vessels in the tumors 
could have accounted for the raised prostaglandin 
levels in the study by Vanderveen et al. In addition, 
many of these tumors have clinically obvious small 
telangiectatic vessels on their surfaces. 

Interactions between tumors and blood vessels 
form the basis of pathologic angiogenesis, in which 
factors released by the tumor cells cause migration 
of endothelial cells and proliferation of capillaries. 
Using the rabbit cornea as a model for angiogenesis, 
Ziche and cowerkers‘ have shown that PGE, PGE, 


and PGF,,, in descending order of potency, induce an 
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angiogenic response and increase tissue copper con- 
centrations. Endothelial cell migration is also 
enhanced by 15-hydroxyeicosatetraenoic acid,’ and 
the authors’ finding of a nonsignificant increase in 
squamous cell carcinomas may in part explain the 
difference in behavior between these and basal cell 
carcinomas. Clearly, as the authors suggest, more 
research is required to define the role of eicosanoids 
in the interactions between the host and the behav- 
ior of skin tumors. 

MALCOLM H. A. Rustin, MRCP 

HELEN A. BuLL 

PAULINE M. Dovp, MRCP 

The Middlesex Hospital 

Mortimer Street 

London WIN 8AA, England 


1. Vanderveen EE, Grekin RC, Swanson NA, et al: Arachidonic 
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122:407-412. 

2. Johnson AR, Revtak G, Campbell WB: Arachidonic acid 
metabolites and endothelial injury: Studies with cultures of 
human endothelial cells. Fed Proc 1985,44:19-24. 

3. Charo IF, Shak S, Karasek MA, et al: Prostaglandin I, is not a 
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4. Ziche M, Jones J, Gullino PM: Role of prostaglandin E, and 
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5. Graeber JE, Walenga TB, Conner TB, et al: Hydroxyeicosate- 
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Estrogen Receptors in Malignant Melanoma 


To the Editor.—In the October 1985 issue of the 
ARCHIVES, Ellis et al” stated that estrogen binding is 
seen in melanomas and melanoma precursor 
lesions. 

In a previous study of 45 cases of malignant 
melanomas, we concluded that estrogen receptors 
(ERs) were present in three (7%) of 45 cases of 
melanomas. If present, their concentration was 
found to be at the limit of sensitivity of our method? 
In the literature, the results reported are rather 
contradictory, since positivity percentages vary from . 
12%? to 4677” concentrations being in general com- 
paratively low. Some authors‘ report that estradiol- 
specific receptors are not involved, the binding being 
artifactual instead. 

Recently, using a histochemical technique with a 
fluorescent-labeled estrogen compound, Ellis et al 
showed an important cellular fixation of this com- 
pound in several cases of melanoma. These tech- 
niques, widely used during the past few years in 
order to expose the presence of ERs in mammary 


tumors, have been subject to criticism due to a lack . 


of specificity””, it has recently been reported that the 

preparation of anti-ER monoclonal antibodies per- 

mits a far more specific histochemical ER assay.’ 
Our intention was to determine whether or not the 
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use of these antibodies would enable us to confirm 
‘the presence of ERs in malignant melanomas. Seven 
melanomas with histologically proven malignancy 
-were simultaneously evaluated using the biochemi- 
cal method previously described, and an immunohis- 
. tochemical test using Sternberger’s peroxidase-anti- 
peroxidase technique.” This test (commercialized by 
- the Abbott Laboratories, North Chicago, Ill) employs 
an anti-ER monoclonal antibody, and we followed 
‘the manufacturer’s technical instructions. Both the 
biochemical method and the immunochemical meth- 
od have consistently yielded negative results: there is 
no evidence to certify the presence of ER in any of 
the seven melanomas studied. In spite of the rela- 
tively limited number of cases (an area that certainly 
: warrants further investigations on a larger scale), 
our results have allowed us to verify on the one hand 
the good correlation between the biochemical meth- 
“od and the immunologic test as previously 
‘described, and on the other hand to confirm our 
“previous results” the presence of ER receptors in 
malignant melanomas is aleatory. The results 
-obtained by Ellis et al can only be explained by the 
use of a nonspecific ligand. 
JEAN-CLAUDE DELARUE, PHD 
MARIE-ERANCOISE AvRıL, MD 
PAULE CHARPENTIER, MD 
MICHEL PRADE, MD 
Institut Gustave-Roussy 
39 rue Camille Desmoulins 
94800 Villejuif, France 
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Politics of Revievvers 


To the Editor.—I read with interest Kligman”s pre- 
cepts and guidelines for editors regarding the review 
of manuscripts in the February 1986 issue of the 
Arcuives.' If editors follow the suggestions made, we 
would perhaps have some important and original 
works in journals that we are deprived of because of 
rejection by these reviewers. However, Kligman has 
forgotten to include still another suggestion for 
editors, ie, please do not send articles to reviewers 
who base their comments on “political reasons.” 

AMRINDER J. Kanwar, MD 

Division of Dermatology 

Department of Medicine 

Faculty of Medicine 

Al Arab Medical University 
PO Box 6674 
Benghazi, Libya 


1. Kligman AM: Reviewmanship: In need of review. Arch Der- 
matol 1986;122:131-132. 

Although we believe the author of this letter has mistaken 
the politics referred to in the review to be of the interna- 
tional rather than intradermatology society type, we 
believe peer review and politics of all types should be kept 
separate. —Ep. 





Vignettes 


Cyclosporin A Therapy for Mycosis Fungoides 


To the Editor.—Mycosis fungoides (MF) and its 
leukemic variant, the Sezary syndrome, are classi- 
fied as cutaneous T-cell lymphomas (CTCL),' because 
the putative malignant cells are epidermiotrophic T 
lymphocytes’ with functional activity as helper 
cells. 

The immunosuppressive agent cyclosporin A has 
been reported to inhibit activated T lymphocytes 
with helper-cell function.“ Thus, cyclosporin A 
seems attractive for the treatment of patients with 
CTCL. This letter discusses two patients with CTCL 
who were treated with cyclosporin A; one patient 
developed severe adverse reactions. 


Report of Cases. —CASE 1.—A 45-year-old man had a 
14-year history of histologically verified MF presenting as 
a stage III disease. He was treated with topical mechlore- 
thamine from 1971 to 1976 and later with electron beam 
and methrotrexate therapy, which achieved a good clinical 
response. In 1980, numerous ulcerating skin tumors 
evolved, and a lymph node biopsy specimen showed malig- 
nant infiltration. The patient underwent chemotherapy, 
and his MF went into remission. 

Due to a new relapse in 1984, the patient received daily 
therapy with recombinant a-interferon (Roche) (36 X 10° 
IU intramuscularly) and etretinate (100 mg orally) daily 
for one month. During this therapeutic regimen, his dis- 
ease progressed. 

After informed consent, the patient was treated with 
cyclosporin A in a single therapeutic regimen (12.5 mg/kg 
intravenously) for two weeks. The serum concentration of 
cyclosporin A was then stable at around 1000 ag/mL 
(therapeutic range, 250 to 1000 ug/mL), and the patient’s 
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Fig 1.—Case 1. Epidermotropism of lymphocytes. Pautrier”s 
microabscesses and pleomorphic dermal infiltrate (hematoxy- 
lin-eosin, X125). 


therapeutic course continued with oral cyclosporin A. 

Within a few days after initiation of cyclosporin A 
therapy, the patient’s itching almost disappeared. Some- 
what later, the palpable skin tumors diminished in size, 
and the patient’s disease went into partial remission. At 
days 20 and 33, we noted a transient, slightly elevated 
papular eruption on the trunk with a follicular pattern. On 
histologic examination, the affected skin was noted to have 
changed from the diagnostic features of MF (Fig 1) to a 
histiocytic appearance (Figs 2 and 3). 

At day 56, a skin biopsy specimen of an MF plaque 
revealed minimal MF changes. Therapy with cyclosporin A 
was discontinued due to a high serum concentration, 
although no signs of toxicity were observed. This was 
immediately followed by a severe progression of the dis- 
ease; the patient died 101 days after cessation of cyclospo- 
rin A therapy. 

CASE 2.—A 46-year-old woman had a 13-year history of 
histologically verified MF presenting as a stage II disease. 
She was treated with topical mechlorethamine from 1972 
to 1976. Therapy with ultraviolet A and methoxsalen was 
administered from 1976 to 1978, followed by therapy with 
topical mechlorethamine and methotrexate until 1980. 
Because of ulcerating skin tumors, the patient was given 
chemotherapy, and her MF went into complete remission 
for six months. A second course of chemotherapy induced a 
partial remission. 

Additional chemotherapy could not control the disease, 
and, after informed consent, cyclosporin A (12.5 mg/kg 
orally) and prednisone (10 mg daily) therapy was adminis- 
tered. Three days later, the itching disappeared and the 
skin infiltration gradually diminished. At day 10, a dis- 
creet, slightly elevated papular skin rash was observed on 
the trunk. A skin biopsy specimen revealed epidermal 
necrolysis and a leukocytoclastic vasculitis, whereas spe- 
cific MF changes could not be found (Fig 4). Later on, 
influenzalike symptoms developed, followed by universal 
exfoliative erythroderma with pronounced edema of the 
skin, bilateral conjunctivitis, and multiple punctate genital 
erosions. Therapy with cyclosporin A was discontinued 
after 23 days of treatment. Herpes simplex virus type I was 
presen: on culture from both the conjunctivae and the 
genital lesions, and the patient was treated with acyclovir 
(Zovirax), which achieved a good clinical response. On 
admission, a biopsy specimen of the exfoliative erythroder- 
mic skin revealed pronounced perivascular infiltration 
with lymphocytes, but no signs of MF (Fig 5). There were 
no Sézary cells in the peripheral blood, and results from 
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cytes. Pronounced dermal infiltrate (hematoxylin-eosin, 


X125). 





the leukocyte count, platelet count, renal function tests, 
and liver function tests were normal. Pretreatment values 
of the plaque-forming cells (PFC) (IgM, IgG, and IgA),‘ the 
percentage of single active natural killer (SNK) cells, and 
the activity of natural killer (NK) cells" were slightly 
reduced, although within the normal range. A gradual 
decrease in PFC formation and NK cell activity was noted 
during cyclosporin A therapy, while SNK activity 
remained unchanged. At day 17, the immunologic tests 
were supplemented with a medium containing 25% inter- 
leukin II, which did not particularly influence either PFC 
formation or SNK cell activity, whereas NK cell activity 
increased significantly. 

The erythroderma and exfoliation disappeared following 
one week of treatment with topical hydrocortisone buty- 
rate. Then, due to a clinical progression of MF, chemother- 
apy was readministered one month after discontinuation 
of cyclosporin A therapy. 


Comment.—Our experience with cyclosporin A 
therapy in the treatment of CTCL indicates that 
cyclosporin A is not a sufficiently efficacious therapy 
in itself to eliminate the disease. We noticed quick 
relief of itching and clear, clinical improvement in 
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our first patient, but we discontinued the therapy 
due to the high serum concentration of cyclosporin 
A. Both patients had a slightly elevated, papular 
rash of the follicular type, which, on histologic 
examination, was consistent with a drug-induced 
xanthema (Figs 4 and 5). Our second patient rapidly 
developed exfoliative erythroderma, but no signs of 
Sözary syndrome were observed. Because our second 
patient developed exfoliative erythroderma follow- 
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Fig 4.—Case 2. After cyclosporin A therapy. Epidermal necro- 
lysis with subcorneal bullous formation. Superficial perivascular 
lymphocytic infiltration in dermis (hematoxylin-eosin, X 125). 


Fig 5.—Case 2. After cyclosporin A therapy. Absence of 
Pautrier’s microabscess. Superficial perivascular lymphocyte 
infiltration in dermis (hematoxylin-eosin, X 125). 








Immunologic Investigation in the Second Patient During Cyclosporin A Therapy 


ing therapy with cyclosporin A, we did not readmin- 
ister cyclosporin A therapy to the first patient. 

The erythroderma coincided with a recurrence of 
herpes simplex virus infection, which responded well 
to acyclovir therapy. We observed no other side 
effects to cyclosporin A therapy with which irrevers- 
ible tubulointerstitial injury with loss of renal func- 
tion places a serious restraint on its long-term 
use.’ 






MF/C* 


Chromium51-Release Assay 
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Day IgM-PFCt IgG-PFC IgA-PFC SNK 10:1 25:1 100:1 
Before cyclosporin A 
therapy 
0 5227/8245 1250/3161 3295/4214 9.0/12.0 0/0.21 0.06/0.43 0.17/0.70 
During cyclosporin A 
therapy 
3 552/5494 550/6546 520/7364 8.0/11.0 0/0.04 0/0.16 0.09/0.47 
10 ND/ND ND/ND ND/ND 5.0/ 14.0 0/0.03 0/0.23 0/0.48 
17 393/ 4097 1244/6730 589 / 8486 9.4/7.9 0/0.01 0/0.02 0.04/0.21 
With 25% interleukin II 
17 166/121 601 666/8160 113/12160 8.9/7.2 0.02/0.17 0.08/0.37 0.28/0.60 
25 357 / 3333 343/7998 662/ 18666 7.9/12.6 0/0.15 0.03/0.21 0.11/0.42 














*Corresponding values are indicated for patient with mycosis fungoides (MF) and control (C). 
TPlaque forming cells (PFC) per 10® viable cells of indicated isotopes after stimulation with pokeweed mitogen.® Percentage of active natural killer 
cells in a single cell assay.’ Single natural killer (SNK) cell activity of effector-target cell ratios 10:1, 25:1, and 100: 1, respectively.® ND indicates 


not done. 
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Following discontinuation of cyclosporin A thera- 
py, our first patient went into terminal progression 
of his disease, whereas our second patient has again 
been placed on chemotherapy. Apparently, cyclospo- 
rin A therapy changes the histologic findings in the 
skin of patients with MF (Figs 1 and 3). Whether this 
is beneficial is actually not known, but it may form 
the basis for the particular mode of reaction of the 
adverse effects noted in our two patients. In fact, we 
cannot exclude the possibility that therapy with 
cyclosporin A affects the normal lymphocytes and 
their function (plaque-forming assay and NK cell 
activity, Table) through suppression/release of lym- 
phokines, thereby leaving open the possibility for a 
further progression of malignant cells in CTCL. Ina 
recently published study, cyclosporin A therapy 
reduced the numbers of T cells infiltrating the skin, 
but left the numbers of circulating Sézary cells 
unchanged.” A previous case report on the use of 
cyclosporin A in the treatment of a patient with 
Sezary syndrome has described the development of a 
high-grade T-celi lymphoma seven to eight months 
following therapy with cyclosporin A." This report 
and our present observation stress that therapy 
utilizing cyclosperin A should be used with caution 
in patients with CTCL. 

Jørgen R. JENSEN, MD, PHD 

KRISTIAN THESTRUP-PEDERSEN, MD, PHD 
HueH ZACHARIAE, MD, PHD 
Department of Dermatology 

HELMER SØGAARD, MD 

Department of Pathology 
Marselisborg Hospital 

University of Aarhus 

8000 Aarhus C, Denmark 
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Cyclosporine in the Treatment of Psoriasis : 


To the Editor.—Cyclosporine has been in use since 
1978, dramatically improving the success of organ 
transplantation. In 1979, Mueller and Herrmann 
reported the rapid resolution of psoriatic lesions in 
four patients treated with cyclosporine.' Since then, 
additional reports have indicated that cyclosporine 
therapy appears effective in the treatment of psoria- 
sis.”“ Because the presumed mechanism of action and 
potential toxicities of cyclosporine differ from those 
of current antipsoriatic medications, it may prove a 
useful adjunctive or alternative therapy in the treat- 
ment of severe psoriasis. 


Report of Cases.—Fourteen patients were. selected 
according to the following criteria: they had to be 18 to 75 
years of age, with one of the following conditions: plaques 
covering at least 30% of skin surface and unresponsive to 
traditional therapies; psoriasis associated with severe 
arthritis; or psoriasis with a major pustular or erythroder- 
mic component. Excluded were pregnant women, patients 
suffering from malignancy, infection, epilepsy, renal fail- 
ure, or uncontrolled hypertension, and patients taking 
other immunosuppressant or nephrotoxic drugs. No other 
antipsoriatic therapies were administered during the fol- 
low-up period. 

The first three patients entering the study were pre- 
scribed a single daily dose of 10 mg/kg of oral cyclosporine 
(Sandimmune, supplied by Sandoz Inc, East Hanover, NJ) 
With rapid clearing of psoriatic lesions initially observed, 
treatment of subsequent patients was begun at 5 mg/kg/d. 
Dosage was then adjusted (ranging from 5 to 15 mg/kg) 
according to patient response, including adverse effects. 
Patients were evaluated for percent of body involved (rule 
of nines) (Fig 1) and on a relative severity scale, comparing 
condition after treatment with severity of condition on 
entry into the study (worse, no change, mildly improved, 
markedly improved, clear) (Table). The degree of change 
was assessed by considering the degree of inflammation, 
sealing, or pustulation. Patients were formally evaluated 
after four days, after one week, and then every two weeks 
(to check cyclosporine levels and side effects) and monthly 
(to evaluate extent of disease). The helper (T4) and sup- 
pressor (T8) populations were estimated by cytofluorogra- 
phy, using monoclonal antibodies (Ortho Diagnostic Sys- 
tems Inc, Raritan, NJ). 

Adverse side effects during therapy included increased 


Fig 1.—Percent of body invoived vs treatment duration. 
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Response Profiles of Cyclosporine-Treated Patients 


Relative Severity 
a 


T4:T8 Ratio” 
———----——-------- 









































Patient No. Sex/Age, y Type One VVeek Four Weekst Pretreatment Posttreatment 
1 M/52 Plaques, pustular, Markedly improved Clear 2.7 2.15 
erythrodermic 
2 M/60 Pustular Markedly improved Markedly improved gas ar 
3 F/75 Plaques, pustular Mildiy improved Markedly improved 2.3 2.1 
4 M/40 Plaques, Mildly improved 
erythrodermic 
arthritis 
5 F/51 Plaques Markedly improved Markedly improved 6.2 3.9 
6 M/44 Erythrodermic Mildly improved Markedly improved 4.7 
arthritis 
7 F/50 Plaques, arthritis No change§ Markedly improved 6.7 2.3 
8 M/62 Plaques Markedly improved Markedly improved 4.07 1.96 
9 M/43 Plaques Mildly improved Markedly improved 6.0 1.41 
10 F/54 Plaques Mildly improved Markedly improved 7.3 Re 
11 F/57 Plaques Markedly improved Markedly improved 1.4 2.4 
12 F/61 Plaques Mildly improved Clear 5.9 3.5 
13 M/58 Plaques Clear Clear 2.2 2.39 





Plaques, pustular Mildly improved 






“Pretreatment average (+ SE), 4.50 (+0.63); posttreatment, 2.48 (+0.23). 

tRange, 2.5 to eight weeks. 

$Treatment discontinued due to rapid rise in creatinine level at both 10 and 5 mg/kg. 
Şinitialiy noncompliant. 


Fig 2.—Appearance of patient with extensive plaque-type 
psoriasis before (left) and four weeks after (right) beginning 
treatment with cyclosporine a. 


appetite with weight gain (7%), tremulousness (7% ), sig- 
nificant postinflammatory hyperpigmentation (7%), diar- 
rhea (14% ), depression (14% ), headache (1477 ), leg cramps 
(21%), hypertension (2877 ), fatigue (42%), nausea (35% ), 
and elevated creatinine levels (63% ). 

The conditions of all patients remaining in the study 
improved during cyclosporine therapy, some quite dramat- 
ically (Fig 2). While one could argue that this is a 
statistical regression to the mean, virtually all patients 
had had stable, severe psoriasis of many years duration. 
The apparently rapid response in many patients speaks 
against the improvement being due to random fluctuation. 
For the majority of patients, improvement was seen within 
a week, often within four or five days. The degree of 
response was variable, as were side effects and blood levels 
of cyclosporine. 


Comment.—Psoriasis has been associated with 
increased T-cell helper to suppressor ratios and 
decreased suppressor cell activity.’ Cyclosporine 
therapy selectively inhibits helper cell production of 
interleukin 2 while allowing expansion of suppressor 
T-cell populations.’ Herein may lie partial explana- 
tion for the apparent responsiveness of psoriasis to 
cyclosporine therapy. While there was considerable 
variability in the effect of treatment on the T4 to T8 
ratios, in general these ratios declined (see Table for 
averages and SE). Identification of potentially 
responsive subgroups of psoriatic patients would be 
useful. 

This and preceding uncontrolled trials suggest 
that cyclosporine therapy may be useful in treating 
psoriasis. Such initial work should be followed by 
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randomized controlled studies to fully assess the 
impact of this form of therapy and its related 
toxicity. 

J. MICHAEL WENTZELL, MD 

RICHARD D. BAUGHMAN, MD 

GERALD T. O”CONNOR, PHD 

GEORGE M. BERNIER, JR, MD 

Department of Medicine 

and Section of Dermatology 
Dartmouth-Hitchcock Medical Center 
Hanover, NH 03756 


We wish to thank Sandoz Inc and the Hitchcock Foundation for 
their support of this study. 
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Topical Cyclosporine in Alopecia Areata 


To the Editor.—The recent article by Biren and Barr' 
advocates the use of cyclosporine therapy in alopecia 
areata. We report here our experience with the 
topical application of the drug. 


Report of a Case.—A 23-year-old man had had alopecia 
universalis for three years. He had been successfully 
treated with oral corticosteroids, but his hair had fallen 
again after discontinuation of the treatment. After con- 
sent, in May 1985, he initiated applying a lotion containing 
250 mg of cyclosporine in 80 mL of isopropyl alcohol, 10 mL 
of propylene glycol, and 15 mL of distilled water once a day 
to his bald scalp (Fig 1). Since a congenital nevus was 


Fig 1.—Patient in May 1985, before treatment. 
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Fig 3.—Patient in September 1986. Note hairless nevus. 


present on the vertex, he was advised not to apply the 
lotion to it. 

In September 1985, no hair growth was registered, but 
the patient continued applying the lotion. In March 1986, 
regrowth was apparent, sparing the nevus of the vertex 
(Fig 2). By September 1986, the improvement had become 
noteworthy, still sparing the nevus (Fig 3), beard, eye- 
brows, axillae, and pubis, which had not been treated. 

The patient was constantly monitored. No alteration was 
recorded in the results of his laboratory tests, including 
renal function tests, with the exception of a slight increase 
of the alanine aminotransferase level, already present 
before treatment and presumably due to a chronic persis- 
tent hepatitis of viral origin. In addition, a steady but 
modest rise in the white blood cell and absolute lympho- 
cyte counts was noted. The blood cyclosporine level was 101 
ng/mL in September 1986. 


Comment.—Hair regrowth in our patient is likely 
amenable to the effect of cyclosporine therapy. The 
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lengthy and steady regrowth of the hair, and its 
absence on the nevus (which was hairy before 1982) 
and in the other untreated areas, suggest a local 
direct effect of the drug on hair, rather than a 
placebo effect. 

In order to avoid possible systemic effects, cyclo- 
sporine has been used in a very low concentration 
(0.25%). A much higher concentration (15%) has 
been reported in animal experiments to succeed in 
inhibiting allergic contact dermatitis and to lead to a 
percutaneous absorption of 18 ng/cm?/48 h in human 
skin in vitro. The blood levels of cyclosporine we 
found in our patient are far lower than the usual 
serum levels of 500 to 1500 ng/mL reached in trans- 
plantation. The modest rise of white blood cell and 
lymphocyte counts is therefore likely to be a coinci- 
dental event, rather than to be related to the lym- 
phoid hyperplasia that has been described in 
patients treated with cyclosporine.’ 

Cyclosporine may have been effective either 
directly on hair (it is well known to produce hyper- 
trichosis as a side effect)" or by inhibiting some of 
the immune system functions, possibly cytotoxic 
lymphocytes. In any case, further trials can be 
undertaken in order to find out the best concentra- 
tion and vehicle. 

Aurora Paroni, MD 
ALFREDO REBORA, MD 
Department of Dermatology 
University of Genoa 
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Efficacy of Low-Dose Cyclosporine in Severe 
Atopic Skin Disease 


To the Editor.—Cyclosporine is a drug that is new to 
dermatology and, therefore, awaits further study.” 
Its use, however, must be closely monitored because 
of possible side effects. Recently, in psoriasis the 
favorable effect of low-dose cyclosporine (<5 mg/ 
kg/d) treatment in patients with severe drug-resis- 
tant psoriasis has been reported.** Studies on cyclo- 
sporine therapy in severe cases of drug-resistant 
atopic dermatitis have not yet been reported, to our 
knowledge. 


Report of a Case.—We have observed the temporary 
effect of short-term cyclosporine treatment in two women 
(Table), with severe, drug-resistant, pruritic, active- 
disseminated, chronic prurigolike lesions and eczema. Case 
1 was classified as atopic dermatitis with serum IgE levels 
greater than or equal to 20000 IU/mL (248000 ug/L). 
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Clinical Data on Cyclosporine Treatment in Tvvo Patients 
VVith Severe Drug Resistant Atopic Dermatitis 


Body Area Affected, 
% Improve- 

Patient .————— Ment 

No./ After 4 After 4 
Age, y/ Start VVeeks of VVeeks, 

Sex of Study Treatment* % 
1/23/F >95 <10 >90 
2/61/F +75 <5 >90 


*Dose of cyclosporine was 5 mg/kg/d. 
tCyclosporine concentrations in blood were measured by radioim- 
munoassay as whole blood trough concentrations. 


Cyclosporine 
Biood 
Concentration, + 
ng/mL 
200-800 
300-700 





More than 95% of the total skin surface was affected with - 


excoriated active prurigo. In the second patient, who had 
normal serum IgE levels, the skin lesions covered about 
75% of the total skin surface. T-helper cells were predom- 
inant in the lesional skin biopsy specimens obtained in 
both cases. Exclusion criteria for cyclosporine therapy 
(infections, impaired renal function, cardiovascular dis- 
ease, etc)” were absent. Cyclosporine (Sandimmune, 100 
mg/mL [Sandoz Pharmaceuticals, East Hanover, NJ]) was 
administered orally in two daily doses on the basis of body 
weight. Renal and liver functions tests, as well as complete 
blood cell count and blood pressure, were performed at 
weekly intervals. A dose of 5 mg/kg/d of cyclosporine was 
initially administered during a period of four weeks 
(Table). 

In both cases, the skin disease and pruritis improved 
(60% to 80%) within about ten days after cyclosporine 
treatment at this low dose. 

Near-complete remission (>90% ) was observed in both 
cases after four weeks of therapy (trough blood levels of 
cyclosporine ranged from 200 to 800 ng/mL). There was no 
correlation between trough blood levels and degree of 
improvement. Subsequently, the dose of cyclosporine was 
lowered to 2 to 3 mg/kg/d in patient 1 for four weeks and 
patient 2 for two weeks. No recurrence of lesions were 
observed in either patient, and cyclosporine treatment was 
terminated. In both patients, a gradual recurrence of 
lesions and pruritus was observed within three weeks after 
termination of cyclosporine therapy. Quantitative mea- 
surements of specific IgE levels could not be performed in 
patient 2, but a persistently high IgE level (> 20000 
IU/mL [> 48000 ug/L]) after four weeks of treatment with 
cyclosporine was observed in patient 1. 


Comment.—The effectiveness of cyclosporine ther- 
apy in both cases of severe atopic dermatitis sup- 
ports the hypothesis that T-helper cell functions’ 
play an important role in tissue injury in this 
disease. In atopic dermatitis, spontaneous IgE anti- 
body-forming cells have been shown in the peripher- 
al blood.‘ Other authors observed that cyclosporine 
administration in mice can apparently suppress the 
persistent ongoing IgE-antibody response by activa- 
tion of T cells that suppress the spontaneous anti- 
body-forming cells.’ If this holds true in humans, the 
T cell-independent IgE-antibody formation in 
patient 2 was not suppressed by cyclosporine admin- 
istration. During cyclosporine treatment, the suscep- 


tibility to infections was apparently not increased in - 


either patient. 
The data presented here justify, we believe, fur- 


Correspondence 








—i 


* 


ther controlled studies on short-term use of cyclospo- 
rine therapy in terms of “crisis-intervention” in 
severe drug-resistant atopic dermatitis. 
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Granuloma Annulare-like Skin Lesion due to 
Fusarium roseum: Therapy With Ketoconazole 


To the Editor.—Species of Fusarium are important 
plant pathogens and common soil fungi and are 
usually considered opportunistic fungi in humans. 
Infection of the skin, nails, and cornea’? have been 
reported, but deep invasion or disseminated infec- 
tion are rare. Most Fusarium species isolated from 
burn patients are Fusarium monilis’ or Fusarium 
oxysporum.’ Similar species of Fusarium are also 
found in a few cases in which this fungal infection 
induces granuloma formation of skin.’ In our case, 
Fusarium roseum? is thought to be the primary 
pathogen that caused the formation of an annular, 
granulomatous skin lesion. 


Report of a Case.—A 65-year-old farmer in Taiwan was 
first seen in March 1985 for a progressively enlarging skin 
lesion. In October 1984, he suffered a traumatic injury that 
caused a minor abrasion wound on his left forearm. The 
patient applied herbal medications topically. The wound 
did not heal and slowly enlarged to form an annular lesion 
from which a purulent exudate could be expressed from the 
base (Fig 1). 

Physical examination revealed a well-developed and 
moderately nourished elderly patient without any abnor- 
mal findings aside from the skin lesion. Results of labora- 
tory examinations for liver function, levels of serum 
creatine, serum glucose, serum urea nitrogen, serum elec- 
trolytes, immunoglobulins, C3 and C4, as well as urinalysis 
and stool examination were all within normal limits. 
Biopsy specimens were obtained twice, and both specimens 
showed pseudoearcinomatous hyperplasia of the epidermis 
and a granulomatous reaction with epithelioid cells, lym- 
phocytes, and giant cells in the middle and lower dermis. 
No fungal spores or hyphae were found (Fig 2). A direct 
smear from the purulent exudate expressed from the 
granulomatous base showed Fusarium macroconidia. 
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Fig 1.—Granulomatous lesion on extensor surface of left 
forearm. 
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Fig 2.—Pseudocarcinomatous hyperplasia of epidermis and 
granulomatous reaction in middle and lower dermis. No fungi 
spore or hyphae was found (periodic acid-Schiff, original 
magnification X 100). 
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Fig 3.—Almost complete remission of lesion with hypo- 
pigmentation by eighth week. 
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Repeated fungus cultures and slide cultures of the biopsy 
specimens revealed Fusarium rosewm. Ketoconazole ther- 
apy (200 mg/d) was administered, and the lesion was 
almost completely resolved eight weeks later. 


Comment.—Fusariwm species occasionally cause 
keratomycosis’ and keratitis” in humans. Fusarium 
infection is still considered as an opportunistic 
pathogenic fungus, and most cases of Fusariwm 
infection are found in severely burned""” or immuno- 
compromised patients. Infection of the skin, nails, 
and cornea are not unusual, but deep invasion or 
disseminated infection is rare. Granuloma of the 
skin caused by Fusarium species had been reported 
by Benjamin et al’ in patients with immunologic 
hyporeactivity and chronic granulomatous disease. 
The causative organism in these two cases were F 
monilis’ and F oxysporum,’ respectively. 

In our case, there were no abnormal immunologic 
findings. The patient was a farmer, and the pathogen 
may or may not have been introduced during trauma 
from the soil and/or plant. Herb medications might 
have been another source of infection. Unfortunate- 
ly, the herbs could not be obtained for fungus 
examination. In a normal healthy person without 
immunologic defects, Fusarium species should not 
be able to spread because they are usually well 
walled off. Fusarium species that directly invade 
through a traumatic skin lesion will, usually, sponta- 
neously resolve, but in our patient the infection 
gradually extended to form an annular, granuloma- 
tous lesion in four months. Since the patient had 
applied herbal medications topically, there is the 
distinct possibility that the wound persisted and 
worsened because of continued exposure to possible 
Fusarium species in the herbal medication itself. It 
is also possible that the organism was present only 
on the surface of the exudate, which is not uncom- 
mon, for fungal elements were not demonstrated 
within tissue by histologic methods. 

A sensitivity test was performed before adminis- 
tering ketoconazole therapy (200 mg/d). On the 
control disk (without medication), the fungal colony 
proliferated quickly but, on the disk with griseoful- 
vin there was a distinct reduction of colony growth. 
Only on the disk with ketoconazole was there no 
colony growth, attesting to the efficacy of ketocona- 
zole in the treatment of Fusarium. After therapy 
with ketoconazole for four weeks, the skin lesion 
dramatically improved, and after eight weeks the 
lesion resolved almost completely (Fig 3). Hypopig- 
mented skin replaced the original lesion site, and 
after more than nine months of follow-up there have 
been no recurrences. 
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Cutaneous Horn Arising in Cutaneous 
Leishmaniasis 


To the Editor.—Cutaneous horns have been observed 
in a broad list of skin conditions. In most cases, the 
lesions originate from epidermal cells, and many of 
them have a premalignant or malignant base. Bart et 
al' described many of these keratotic lesions: actinic 


Fig 1.—Cutaneous horn, located on angle of left mandible. 





Correspondence 


a 


7” 
) 





è Eaa 1 x ə 
Fig 2. — Skin showing hyperkeratosis, acanthosis, and papillo- 
matosis. Tier of parakeratotic and keratotic cells intermingled 
with scattered polymorphonuclear cells lies over crest of 
papillomatous elevations (hematoxylin-eosin, X 150). 


keratosis, seborrheic keratosis, Bowen’s disease, bas- 
al cell carcinoma, etc. Recently, Dabski and Stoll’ 
described a case of a gigantic cutaneous horn, arising 
in chronic discoid lupus erythematosus of the nose. 
We present another case of a cutaneous horn, arising 
within a cutaneous leishmaniasis lesion. 
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Report of a Case.—A 31-year-old man developed skin 
lesions on his right elbow, left leg, and left lower lip, about 
six months after visiting the Dead Sea area near Jericho. 
The lesions were ulcerative and measured 1 to 4 cm in 
diameter. A smear from one of the lesions revealed Leish- 
man-Donovan bodies. Two months prior to examination, a 
hyperkeratotic nodule of 2 cm arose in the healed ulcer on 
an angle of the left mandible (Fig 1). After surgical 
removal, the cutaneous horn underwent histologic exami- 
nation, which demonstrated (Fig 2) epidermis with hyper- 
keratosis, acanthosis, and papillomatosis. A tier of para- 
keratotic and keratotic cells intermingled with scattered 
polymorphonuclear cells lay over the crest of the papillo- 
matous elevations. 


Comment.—Cutaneous horn, or cornu cutaneum, is 
the clinical term for a circumscribed, conical, mark- 
edly hyperkeratotic lesion. The term refers to a 
reaction pattern. Different types of lesions can be 
seen at the base of the conical hyperkeratosis of 
cornu cutaneum.? Among these lesions, only verrucae 
vulgaris, a virus, is of infectious origin. We have pre- 
sented a case of cutaneous horn, arising on an 
ulcerative lesion of cutaneous leishmaniasis. To the 
best of our knowledge, this is the first such case 
reported caused by a parasite, Leishmania tropica, in 
dermatologic literature. 
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VVorld leader in retinoid research introduces 


_ The most 
imp ortant step 
forward in years 


for severe recalcitrant psoriasis 


CONTRAINDICATION: Pregnancy 


Tegison (etretinate/Roche) must not be used by females who are pregnant, who intend to 
e pregnant or who may not use reliable contraception during and after treatment. 
Before prescribing, please see complete pregnancy warning on following pages. 





Copyright © 1986 by Hoffmann-La Roche Inc. All rights reserved. 


Impressive clinical results— 


Physicians’ Global Evaluations 
of Initial Course of Therapy 
with Tegison (4 to 9 months)* 


Marked improvement to totally clear 





No. of Pts. Percent 
“Total severe psoriasis patientst n= 280 242 86 
Pustular psoriasis n= 38 36 95 
Erythrodermic psoriasis n= 56 51 91 


Minimal improvement to no change 


No. of Pts. Percent 


Total severe psoriasis patientst n= 280 25 9 
Pustular psoriasis n= 38 2 5 
Erythrodermic psoriasis n= 56 4 Yá 
Worse No. of Pts. Percent 
Total severe psoriasis patientst n = 280 13 5 
Pustular psoriasis n = 38 0 0 
Erythrodermic psoriasis n — 56 1 2 


"All data included here are derived from: Tegison 
Scientific Summary, Roche Laboratories, Nutley, NJ, 1986. 
Includes erythrodermic and pustular patients. 
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Disease Parameters Studied— 
Initial Course of Therapy 
(n= 123) 
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Study designs 


L J Key studies were double-blind, placebo-controlled 
LT Tegison was sole therapy except for bland emollients 
C] Course of treatment: 4 to 9 months 

LT Mean dosage: 0.69 mg/kg/day to 1.11 mg/kg/day 


U Offers the convenience of oral administration 
on an outpatient basis 

O Reduces the need for 
— “day care” at psoriasis centers 
—periodic inhospital treatments 
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It makes a profound difference in many patients 


Please see complete product information on last pages of this advertisement. 





l 
| 
4 


Guidelines to 


the clinical use 
of Tegison 
(etretinate/ Roche) 
in severe recalcitrant psoriasis < 


Patient selection 


L1 Patients with severe recalcitrant 
psoriasis, including those with the 
erythrodermic and generalized 
pustular types, who have been 
unresponsive to—or intolerant of— 
standard therapies: topical tar plus 
UVB light; psoralens plus UVA 





light; systemic corticosteroids; and Baseline Baseline Baseline 
7 i Severe recalcitrant Erythrodermi G lized İ 
methotrexate url rythrodermic eneralized pustular 


O Should not be used in children 
unless all alternative therapies 
have been exhausted 
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CONTRAINDICATION: Pregnancy 


Tegison must not be used by females who are pregnant, who intend to become pregnant, or who are unreliable 
or may not use reliable contraception while undergoing treatment. The period of time during which pregnancy 
must be avoided after treatment is concluded has not been determined. Tegison blood levels of 0.5 to 12 ng/mL 
have been reported in 5 of 47 patients in the range of 2.1 to 2.9 years after treatment was concluded. The length 
of time necessary to wait after discontinuation of treatment to assure that no drug will be detectable in the 
blood has not been determined. The significance of undetectable blood levels relative to the risk of teratogenic- 
ity is unknown. 


Major human fetal abnormalities related to Tegison administration have been reported, including meningomye- 
locoele, meningoencephalocoele, multiple synostoses, facial dysmorphia, syndactylies, absence of terminal 
phalanges, malformations of hip, ankle and forearm, low set ears, high palate, decreased cranial volume, and 
alterations of the skull and cervical vertebrae on x-ray. 


Women of childbearing potential must not be given Tegison until pregnancy is excluded. It is strongly recom- 
mended that a pregnancy test be performed within two weeks prior to initiating Tegison therapy. Tegison ther- 
apy should start on the second or third day of the next normal menstrual period. An effective form of 
contraception must be used for at least one month before Tegison therapy, during therapy and following dis- 
continuation of Tegison therapy for an indefinite period of time. 


Females should be fully counseled on the serious risks to the fetus should they become pregnant while under- 


going treatment or after discontinuation of therapy. If pregnancy does occur, the physician and patient should 
discuss the desirability of continuing the pregnancy. 





Please see complete product information on last Pages of this advertisement. 
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Pretreatment vvorkup 


Essential tests Pretreatment Follovv-up 












If test is positive, discuss with patient the advis- 
ability of continuing the pregnancy. 


(It cannot be stated that there is a “safe” time 
to become pregnant after Tegison therapy.) 


Rule out pregnancy in all females of childbear- 
ing potential within two weeks before start of 
therapy. 


It is strongly recommended that a pregnancy 
test be performed. Tegison therapy should start 
on the second or third day of the next normal 
menstrual period. 


Pregnancy 





Repeat at 1- or 2-week intervals until patient's 
lipid response to Tegison is established, usually 
within 4-8 weeks. 


Determine blood lipid levels under fasting con- 
ditions and at least 36 hours after alcohol has 
been consumed. 


Blood lipids 










Repeat tests at 1- to 2-week intervals for first 
1 to 2 months of therapy; thereafter at intervals 
of 1 to 3 months. 


Liver function Hepatitis has been observed in about 1.5% of 


patients (see WARNINGS). Determine base- 
line liver enzyme levels. Other liver abnormali- 
ties have also been reported. See complete 
product information on last pages. 


After treatment 

O Some degree of relapse occurs in 
most patients within two months 
after discontinuing Tegison 

O Subsequent retreatment with 


Additional laboratory abnormalities occurred during clinical trials. For a detailed listing, see Table Ill under ADVERSE EVENTS 
Tegison achieves results similar to 
those in the initial course of therapy 


in the complete product information. 
(treat relapses same as first kN bid 


course) After 10 months of treatment After 3 months of treatment After 2.5 months of treatment. 
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Guidelines to 
monitoring patients 
on Tegison 


(etretinate/ Roche) 


Nearly all of the clinical adverse events reported to date resemble those of the hypervitaminosis A 


syndrome. 


Clinical Adverse Events Frequently Reported 
Percent of patients reporting (n = 652”) 


BODY SYSTEM >75% 50-75% 25-50% 
Mucocu- Dry nose Excessive thirst Nosebleed 
taneous Chapped lips Sore mouth 
























Dermatologic Loss of hair Dry skin Bruising 
Palm/sole/ Itching Sunburn 
fingertip peeling Rash 
Red scaly face 
Skin fragility 


Musculo- Bone/joint Muscle 
skeletal pain cramps 

Central Fatigue Headache 
Nervous 


Special 
Senses 















Irritation Eyeball 
of eyes pain 
Eyelid 
abnormalities 






Gastro- 
intestinal 


Abdominal 
pain 

Changes 

in appetite 






*Total number of patients evaluable for safety. 


10-25% 


Cheilitis 
Sore tongue 


Nail disorder 
Skin peeling 


Fever 


Abnormalities of: 
-conjunctiva 
-cornea 
-lens 
-retina 

Conjunctivitis 

Decrease in visual 
acuity 

Double vision 


Nausea 


For a detailed listing of less frequent clinical side effects, see complete product information. 


Some severe side effects 


O Hyperostosis: In a retrospective study of 45 patients, 38 of whom received long-term etretinate 
therapy, 32 (84%) had radiographic evidence of hyperostosis. See WARNINGS in complete 


product information. 


Ul Also refer to WARNINGS for severe side effects including pseudotumor cerebri, hepatotoxicity, 


ophthalmic effects, lipid and cardiovascular effects. 
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Dosage and administration Unit-of-use Prescription Paks 


For most patients: O 10-mg and 25-mg capsules 
.. initial dosage: 0.75 to 1 mg/kg/day U1 30 capsules per bottle 
in divided doses U Each bottle provides a patient 

Erythrodermic psoriasis may respond to information leaflet containing 

lower doses: 0.25 mg/kg/day, increased information to help patients 

by 0.25 mg/kg/day each week, if needed comply with therapy 

maintenance dosage: 0.5 to 0.75 O Each bottle also displays a 
mg/kg/day (after prominent AVOID PREES 
8 to 16 weeks) PREGNANCY warning seh 










maximum dosage: 1.5 mg/kg/day ye 
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important information for patients 
O Patient information leaflets are available from Roche for your convenience 
O Initially, a flare-up may occur before improvement is noticeable 


O Patients should not take supplements containing vitamin A to avoid possible 
additional toxic effects 


O Patients may experience decreased tolerance to contact lenses during and after therapy 
O Tegison should be administered with food 


in severe recalcitrant psoriasis 
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Please see complete product information on following pages of this advertisement. 











undergoing treatment. pregnancy 

eee ne is concluded kas not been determined. Tegison Blood levels of 0.5 to 12 ng/ml 
have been reported in 5 of 47 patients in the range of 2.1 to 2.9 years after treatment 
was concluded. The | of time net to wait after discontinuation of treatment 
to assure that no drug will be detectable in the bleed has nət been determined. The 
significance of undetectable blood levels relative to the risk of teratogenicity is 


nown. 
Major human fetal abnormalities related to Tegison administration have been reported, 








i meningomyelocoete, me halocoele, multiple synestoses, tacial 

ia, syndactylies, absence of terminal phalanges, malformations of hip, ankle 
and ferearm, low set ears, high palate, decreased cranial volume, and alterations of the 
skull and cervical vertebrae on x 





-ray. 
: Women of childbearing potential must not be given Tegison until pregnancy is excluded. 
H is strongly recommended that a pregnancy test be performed within two weeks prior to 







least one month before Tegison therapy, during therapy and following discontinuation of 
Tegison therapy for an indefinite period of time. 
Females should be fully counseled on the serious risks to the fetus should they become 
pregnant while undergoing treatment or after discoatinuation of H pregnancy 
ees occur, the physician and patient should discuss the desirability of continuing the 
pregnancy. 
“DESCRIPTION: Tegison (brand of etretinate/Roche). a retinoid, is available in 10-mg and 25-mg 
gelatin capsules for oral administration. Each capsule also contains corn starch, lactose and talc. 
Gelatin capsule shells contain parabens (methyi and propyl) and potassium sorbate, with the 
following dye systems: 10 mg—iron oxide (yellow, black and red). FD&C Blue No. 2 and titanium 
dioxide; 25 mg—iron oxide (yellow, black and red) and titanium dioxide. 
~~ Chemically, etretinate is ethyl (a//-F)-9-(4-methoxy-2.3,6-trimethyiphenyl)-3.7-dimethyi-2.4,6,8- 
nonatetraenoafe and is related to both retinoic acid and retinol (vitamin A). It is a greenish-yellow 
to yellow powder with a calculated molecular weight of 354.5 
’ CLINICAL PHARM, IY: The mechanism of action of Tegison is unknown 

“Clinical: improvement in psoriatic patients occurs in association with a decrease in scale, erythema 
and thickness of lesions, as well as histological evidence of normatization of epidermal differentia- 
: ton, decreased stratum corneum thickness and decreased inflammation in the epidermis and 

rmis, 

Pharmacokinetics: The pharmacokinetic profile of etretinate is predictable and is linear following 
Single and multiple doses. Etretinate is extensively metabolized following oral desing, with signifi- 
cant first-pass metabolism to the acid form. which also has the all-trans structure and is pharma- 
cologically active. Subsequent metabolism results in the 13-cis acid form. chain-shortened 
breakdown products and conjugates that are ultimately excreted in the bile and urine 
After a six-month course of therapy with doses ranging from 25 mg once daily to 25 mg four times 
` daily, Cmax values ranged from 102 to 389 ng/mL and occurred at Tmax values of two to six 
. hours. in one study the apparent terminal half-life after six months of therapy was approximately 

» 120 days. in another study of 47 patients treated chronically with etretinate, 5 had detectable 
Serum drug levels (in the range of 0.5 to 12 ng/mL) 2.1 to 2.9 years after therapy was discontinued 
The long half-life appears to be due to storage of etretinate in adipose tissue. 
Etretinate is more than 99% bound to plasma proteins, predominantly lipoproteins. whereas its 
active metabolite, the all-trans acid form, is predominantly bound to albumin. Concentrations of 
etretinafe in blister fluid after six weeks of dosing were approximately one-tenth of those observed 
| in plasma. Concentrations of etretinate and its all-trans acid metabolite in epidermal specimens 
obtained after 1 to 36 months of therapy were a function of location: subcutis >> serum epi- 
dermis=dermis. Similarly, liver concentrations of etretinate in patients receiving therapy for six 
months were generally higher than concomitant plasma concentrations and tended to be higher in 
livers with a higher degree of fatty infiltration 
Studies in normal volunteers indicated that, when compared with the fasting state, the absorption 
of etretinate was increased by whole milk or a high-lipid diet 

TIONS AND USAGE: Tegison is indicated for the treatment of severe recalcitrant psoriasis, 

including the erythrodermic and generalized pustular types. Because of significant adverse effects 
associated with its use, Tegison should be prescribed only by physicians knowledgeable in the 
systemic use of retinoids and reserved for patients with severe recalcitrant psoriasis who are 
unresponsive to or intolerant of standard therapies: topical tar plus UVB light: psoratens plus UVA 
light; systemic corticosteroids; and methotrexate 
The use of Tegison resulted in clinical improvement in the majority of patients treated. Complete 
Clearing of the disease was observed after four to nine months of therapy in 13% of all patients 
treated for severe psoriasis. This included complete clearing in 16% of patients with erythrodermic 
Psoriasis and 37% of patients with generalized pustular psoriasis 
After discontinuation of Tegison the majority of patients experience some degree of relapse by the 
end of two months. After relapse, subsequent four- to nine-month courses of Tegison therapy 
resulted in approximately the same clinical response as experienced during the initial course of 


therapy. 
ATIONS: Pregnancy: Category X. See boxed CONTRAINDICATION. 
WARNINGS: 






























































in 
with Tegison. if hepatotoxicity is suspected duri 
Ophthalmic effects: Corneal erosion, abrasion, irregularity and punctate staining have occurred in 
patients treated with Tegison, although these effects were absent or improved after therapy was 
‘Stopped.in those patients who had follow-up examinations. Corneal opacities have occurred in 
patients receiving isotretinoin: they had either completely resolved or were resolving at follow-up 
six to seven weeks after discontinuation of the drug. Other ophthalmic effects that have occurred in 
Tegison patients include decreased visual acuity and blurring of vision, night vision decrease, 
minimal posterior subcapsular cataract, iritis, blot retinal hemorrhage, scotoma, and photophobia. 
Any Tegison patient experiencing visual difficulties should discontinue the drug and have an ophthal- 
mological examination. 
Hyperostosis: in clinical trials with Tegison, 45 patients with a mean age of 40 years have been 
retrospectively evaluated for evidence of hyperostosis. They had received etretinate at a mean dose 
of 0.8. mg/kg for a mean duration of 33 months at the time of x-ray. Eleven patients had psoriasis. 
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while 34 patients had a disorder of keratinization. Of these, 38 patients wha continued to receive 
etretinate at an average dose of 0.8 mg/kg/day for an average duration of 60 months, 32 (84%) 
had radiographic evidence of extraspinal tendon and ligamenit calcification. The most common 
sites of involvement were the ankles (76%). pelvis (53%). and knees (4275): spinal changes were 
uncommon. involvement tended to be bilateral and multifocal. There were no bone or joint symp- 
toms at the sites of radiographic abnormalities in 47% of the affected patients. 

Lipids: Biood lipid determinations should be performed before Tegison is administered and then at 
intervals of one or two weeks until the lipid response to Tegison is established: this usually occurs 
within four to eight weeks. 

Approximately 45% of patients receiving Tegison during clinical trials experienced an elevation of 
plasma triglycerides. Approximately 37% developed a decrease in high density lipoproteins and 
about 16% showed an increase in cholesterol levels. These effects on triglycerides, HDL and 
cholesterol were reversible after cessation of Tegison therapy, 

Patients with an increased tendency to develop hypertriglyceridemia include those with diabetes 
mellitus, obesity, increased alcohol intake or a familial history of these conditions. 
Hypertrigiyceridemia, hypercholesterolemia and lowered HDL may increase a patient's cardiovas- 
cular risk status. In addition, elevation of serum triglycerides in excess of 800 mg/dL has been 
associated with acute pancreatitis. Therefore, every attempt should be made to control significant 
elevations of triglycerides or cholesterol or significant decreases in HDL. Some patients have been 
able to reverse triglyceride and cholesterol elevations or HDL decrease by reduction in weight or 
restriction of dietary fat and aicohol while continuing Tegison therapy. 

Cardiovascular effects: During clinical triats of 652 patients, 21 significant cardiovascular adverse 
incidents were reported, all in patients who had a strong history of cardiovascular risk. These 
incidents were not considered related to Tegison therapy except for two cases of myocardial infarc- 
tion: one which was considered possibly related to Tegison therapy and one for which a relation- 
ship was not specified 

Animal studies. In general, the signs of etretinate toxicity in rats, mice and dogs are dose-related 
with respect to incidence, onset and severity. in rodents, the most striking manifestations of this 
toxicity are bone fractures; no evidence of fractures was observed in a one-year dog study. Other 
dose-related changes in some animals treated with etretinate in subchronic or chronic toxicity 
studies include alopecia, erythema, reductions in body weight and food consumption, stiffness, 
altered gait, hematologic changes, elevations in serum alkaline phosphatase and testicular atrophy 
with microscopic evidence of reduced spermatogenesis. 

PRECAUTIONS: /nformation for Patients: Women of childbearing potential should be advised that 
they must not be pregnant when Tegison therapy is initiated, and that they should use an effective 
form of contraception for one month prior to Tegison therapy, while taking Tegison and after 
Tegison has been discontinued. Tegison has been found in the blood of some patients two to three 
years after the drug was discontinued. See boxed CONTRAINDICATION. 

Because of the relationship of Tegison to vitamin A, patients should be advised against taking 
vitamin A supplements to avoid possible additive toxic effects. 

Patients should be advised that transient exacerbation of psoriasis is commonly seen during the 
initial period of therapy. 

Patients should be informed that they may experience decreased tolerance to contact lenses during 
and after therapy. 

Laboratory Tests: See WARNINGS section. In clinical studies, the incidence of hypertriglyceridemia 
was one patient in two, that of hypercholesterolemia one patient in six, and that of decreased HDL 
one patient in three during Tegison therapy. Pretreatment and follow-up blood lipids should be 
obtained under fasting conditions. If alcoho! has been consumed. at least 36 hours should elapse 
before these determinations are made. İt is recommended that these tests be performed at weekly 
or biweekly intervals until the lipid response to Tegison is established. 

Elevations of AST (SGOT). ALT (SGPT) or LDH have occurred in 18%, 23% and 15%, respectively, 
of individuals treated with Tegison. It is recommended that these tests be performed prior to 
initiation of Tegison therapy, at one to two week intervals for the first one to two months of therapy 
and thereafter at intervals of one to three months, depending on the response to Tegison adminis- 
tration. 

Drug interactions: Littie information is available on drug interactions with Tegison: however, 
concomitant consumption of milk increases the absorption of etretinate. See Pharmacokinetics 
and DOSAGE AND ADMINISTRATION sections. 

Carcinogenesis, Mutagenesis, Impairment of F. ə 

Carcinogenesis: In a two-year study, male or female Sprague-Dawley rats given etretinate by 
dietary admixture at doses up to 3 mg/kg/day {two times the maximum recommended human 
therapeutic dose) had no increase in tumor incidence 

In an 80-week study, Cri:CD-1 (ICR) BR mice were given etretinate by dietary admixture at doses of 
110 5 mg/kg/day. An increased incidence of blood vessel tumors (hemangiomas and hernangiosar- 
comas in several different tissue sites) was noted in the high-dose male group (4 to 5 mg/kg/day) 
but not in the female group. 

Mutagenesis: Etretinate was evaluated by the Ames test in a host-mediated assay, in the micronu- 
cleus test, and in a “treat and piate” test using the diploid yeast strain S. cerevisiae D7. Except for 
a weakly positive response in the Ames test using the tester strain TA 100, there was no evidence 
of genotoxicity. No differences in the rate of sister chromatid exchange (SCE) were noted in lym- 
phocytes of patients before and after four weeks of treatment with therapeutic doses of etretinate. 
Impairment of Fertility: In a study of fertility and general reproductive performance in rats, no 2 
etretinate-related effects were observed at doses up to 2.5 mg/kg/day. At a dose of 5 mg/kg/day me 
(approximately three times the maximum recommended human therapeutic dose) the readiness of 
the treated animals to copulate was reduced but the pregnancy rate was unaffected. The number of 
viable young at birth and their postnatal weight gain and survival were adversely affected at the 
high dose. The pregnancy rate of the untreated first generation animais and postnatal weight gain 
of the untreated second generation animals were also reduced. 

No adverse effects on sperm production were noted in 12 psoriatic patients given 75 mg/day of 
etretinate for one month and 50 mg/day for an additional two months. However, testicular atrophy 
was noted in subchronic and chronic rat studies and in a chronic dog study, in some cases at 

doses approaching those recommended for use in humans. Decreased sperm counts were reported 
in a 13-week dog study at doses as low as 3 mg/kg'day {approximately twice the maximum recom- 
mended human dose). Spermatogenic arrest also was reported with chronic administration of the 
all-trans metabolite to dogs. 

Pregnancy: Category X. See boxed CONTRAINDICATION. 

The following limited preliminary data must not be read or understood to diminish the serious risk 
of teratogenicity set forth in the boxed pregnancy CONTRAINDICATION. 

Thirty women woridwide have been reported as having taken one or more doses of Tegison during 
pregnancy. In 29 cases in which information was available, there were a total of ten congenital 
abnormalities. The occurrence of congenital abnormalities was tour of 20 among delivered infants, 
two of two among spontaneously aborted fetuses, and four of seven among induced abortions. 

A further 38 women are reported to have become pregnant within 24 months after discontinuing 
Tegison therapy. Because congenital abnormalities have been reported in these pregnancies, it 
cannot be stated that there is a “safe” time to become pregnant after Tegison therapy. In 37 cases 
in which information was available, there were a total of three congenital abnormalities. The occur- 
rence of congenital abnormalities was two of 29 among delivered infants, zero of one among 
spontaneously aborted fetuses, and one of five among induced abortions. Two stillbirths with no 
apparent congenital abnormalities were attributed to other causes. : 
Nonteratogenic Effects: No adverse effects on various parameters of late gestation and lactation 
were observed in rats at doses of etretinate up to 4 mg/kg/day (approximately three times the 
maximum human recommended dose). At doses of 8 mg/kg/day (approximately five times 

the maximum human recommended dose) of etretinate, the rate of stillbirths was increased and 
neonatal weight gain and survival rate were markedly reduced. 

Nursing Mothers: Studies have shown that etretinate is excreted in the milk of lactating rats: 
however, it is not known whether this drug is excreted in human milk. Because of the potential for 
adverse effects, nursing mothers should not receive Tegison. 

Pediatric Use: No clinical studies have been conducted in the U.S. using Tegison in children. 











TEGISON® (etretinate/Roche) — ; : : 
Ossification of interosseous ligaments and tendons of the extremities has been reported. Two 
children showed x-ray changes suggestive of premature epiphyseal closure during treatment with 
Tegison, Skelezal hyperostosis has also been reported after treatment with isotretinoin. İt is not 
known if any o” these effects occur more commonly in children, but concern should be greater 
because of the growth process. Pretreatment x-rays for bone age including x-rays of the knees. 

“followed by yearly monitoring, are advised. in addition, pain or limitation of motion should be 
evaluated with appropriate radiological examination. Because of the lack of data on the use of 
-etretinate in children and the possibility of their being more sensitive to effects of the drug, this 
product should be used only when ail alternative therapies have been exhausted. 

ADVERSE EVENTS: Clinical: Hepatitis was observed in about 1.5% of patients treated with Tegison 
jn clinical trials. See WARNINGS section. 

=. Tegison has been associated with pseudotumor cerebri. See WARNINGS section. 
“Hypervitaminosis A produces a wide spectrum of signs and symptoms of primarily the mucocu- 
taneous, musculoskeletal, hepatic and central nervous systems. Nearly all of the Clinical adverse 
events reported to date with Tegison administration resemble those of the UL pcb A 
syndrome. Teble | lists the adverse events frequently reported during clinical trials in which 652 
patients were treated either for psoriasis (591 patients) or a disorder of keratinization (61 patients). 

fable İl lists less frequently reported adverse events in these same patients. 
















TABLE | 


ADVERSE EVENTS FREQUENTLY REPORTED DURING CLINICAL TRIALS 
PERCENT OF PATIENTS REPORTING (N = 652) 
50-75% 25-50% 


Excessive thirst 1 Nosebieed 
Sore mouth 





10-25% 





BODY SYSTEM 
Mucocutaneous 






















Dry skin Nail disorder 
itching Skin peeling 
Rash 

Red scaly face 

Skin fragility 





Muscle cramps 
Headache 
Eyeball pain 
Eyelid abnor- 
malities 


Bone/joint pain 








Abnormalities of: 
-conjunctiva 
-cornea 
-lens 
-retina 

Conjunctivitis 

Decrease in 
visual acuity 

Doubie vision 


Irritation of eyes 


Abdominal pain 
Changes 
in appetite 





TABLE Ii 


LESS FREQUENT ADVERSE EVENTS REPORTED DURING CLINICAL TRIALS (SOME OF WHICH 
$ MAY BEAR NO RELATIONSHIP TO THERAPY) 
PERCENT OF PATIENTS REPORTING (N = 652) 





































BODY SYSTEM 0% <1% 
Dry eyes Decreased mucus secretion 
Mucous membrane Rhinorrhea 
abnormalities 
Dry mouth 


Gingival bleeding/inflammation 
Hair abnormalities 





Abnormal skin odor 


Bullous eruption Granulation tissue 
Cold/clammy skin Healing impairment 
Onycholysis Herpes simplex 
Paronychia Hirsutism 

Pyogenic granuloma increased pore size 





Sensory skin changes 
Skin atrophy 

Skin fissures 

Skin infection 

Skin nodule 

Skin ulceration 
Urticaria 

“T Gout 
Hyperkinesia 
Hyperostosis 
Hypertonia 


Changes in perspiration 








Musculoskeletal Myalgia 


TEGISON® (etretinate/Roche) 



























Central Nervous System Dizziness Abnormal thinking 
Lethargy Amnesia 
Changes in sensation Anxiety 
Pain Depression 
Rigors Pseudotumor cerebri 


Emotional tability 
Faint feeling 
Flu-like symptoms 


Change in equilibrium 
Ear drainage 








Abnormal lacrimation 
Abnormal vision 


Abnormalities of: Ear infection 
-Extraocular musculature Hearing change 
-Ocular tension Night vision decrease 
-Pupil Photophobia 
-Vitreous Visual change 

Earache Scotoma 

Ütitis externa 





Constipation 
Diarrhea 

Melena 
flatulence 
Weight loss 

Oral ulcers 
Taste perversion 
Tooth caries 


Hepatitis 








Gastrointestinal 





TABLE 11 (Continued) 












7 Atrial fibrillation 


Chest pain 
Coagulation disorder 
Phiebitis 

Postural hypotension 
Syncope 

Coughing 

Increased sputum 
Oysphonia 
Pharyngitis 

Kidney stones 


T Abnormal menses 
Atrophic vaginitis 
Dysuria 

Polyuria 

Urinary retention 


Cardiovascular thrombotic 
or obstructive events 
Edema 


Cardiovascular 





Respiratory Dyspnea 








Renal 
Urogenital 














Other Malignant neoplasms 





Laboratory: Tegison therapy induces change in serum lipids in a significant number of treated 
patients. Approximately 45% of patients experienced elevation in serum triglycerides, 37% a 
decrease in high density lipoproteins and 16% an increase in cholesterol levels. 

Approximately 46% of patients had elevations of triglycerides above 250 mg/dL, 54% had 
decreases of HDL below 36 mg%, and 19% had elevations of cholesterol above 300 mg% : One 
case of eruptive xanthomas associated with triglyceride levels greater than 1000 mg% has been: 


reported. 

Elevations of AST (SGOT), ALT (SGPT) or LDH were experienced by 18%, 23% and 15%, 
respectively, of individuals treated with Tegison. in most of the patients, the elevations were slight 
to moderate and became normal either during therapy or after cessation of treatment. See 5” 
WARNINGS section 

Table Itt lists the laboratory abnormalities reported during clinical trials. Data for patients who 
received intermittent courses of therapy for periods up to five years are included. Any instance. 
of two consecutive values outside the range of normal, or an abnormal value with no follow-ups.) 
during therapy, was considered to be possibly related to Tegison. 


TABLE Il 


LABORATORY ABNORMALITIES REPORTED DURING CLINICAL TRIALS 
PERCENT OF PATIENTS REPORTING 

































BODY SYSTEM 25-50% 10-25% 110% 
Hematologic Increased: Decreased: : 
-MCHC (60%) -Hemoqlobin/HCT 
-MCH -RBC 
-Reticulocytes -MCV 
-PTT Increased platelets 
-ESR increased or Increased: 
decreased: -Hemoglobin/ HCT 
-WBC and compo- -RBC 
Prothromb 
-Prothrombin time 
Urinary WBC in urine Proteinuria 


Glycosuria 
Microscopic 
hematuria 
Casts in urine - 
Acetonuria = 
Hemoglobinuria 


increased bilirubin 
Increased or 
decreased: 
-Total protein 
-Albumin 





Increased: 
-AST (SGOT) 
-ALT (SGPT) 
-Alkaline 

phosphatase 
-GGTP 


-Globulin 
-Cholesterol 


Increased 
triglycerides 





























Renal Increased: 
-BUN 
-Creatinine 
Electrolytes increased or increased or 
decreased decreased: 
potassium -Venous CO, 
-Sodium 
-Chloride 
Miscellaneous Increased or increased or Increased CPK 
decreased: decreased FBS 
-Calcium 


-Phosphorus 





OVERDOSAGE: There has been no experience with acute overdosage in humans. 5 
The acute oral and intraperitoneal toxicities (LDsg) of etretinate capsules in mice and rats were 
greater than 4000 mg/kg. The acute oral toxicity (LD<o) of etretinate substance in 4% solution was: 
2300 mg/kg in mice and 1300 mg/kg in rats. 
DOSAGE AND ADMINISTRATION: There is intersubject variation in the absorption and the rate of. 
metabolism of Tegison. Individualization of dosage is required to achieve the maximal therapeutic 
response with a tolerable degree of side effects. Therapy with Tegison should generally be initiated 
at a dosage of 0.75 to 1 mg/kg of body weight/day taken in divided doses. A maximum dose of 
1.5 mg/kg/day should not be exceeded. Erythrodermic psoriasis may respond to lower initial doses 
of 0.25 mg/kg/day increased by 0.25 mg/kg/day each week until optimal initial response is attained 
Maintenance doses of 0.5 to 0.75 mg/kg/day may be initiated after initial response, generally atter 
8 to 16 weeks of therapy. In general, therapy should be terminated in patients whose lesions have 
sufficiently resolved. Relapses may be treated as outlined for initial therapy. 
Tegison should be administered with food. . ən 

SUPPLIED: Brown and green capsules, 10 mg, imprinted TEGISON 10 ROCHE; Prescription 
Paks of 30 (NDC 0004-0177-57). : sə 
Brown and caramel capsules, 25 mg, imprinted TEGISON 25 ROCHE: Prescription Paks of 30 

NDC 0004-0179-57). 
ORE AT 59° TO 86°F; 15° TO 30°C. PROTECT FROM LIGHT. 


ROCHE LABORATORIES 
ROCHE > Division of Hoffmann-La Roche inc. 
fe Nutley, New Jersey 07110 .. 
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ADVANCING THE 
TREATMENT OF TOPICAL 
FUNGAL INFECTIONS 


In the 19605: tolnaftate. 


In the 19/0s: clotrimazole 


In the 19805: 


Lopr OX cream 1% 
(cicloirox olamine) 





CREAM 1% 


soslo dolsa ac 


” ı 
? ə. “ə 


Broad-spectrum activity with early clinicatimprevement of tinea pedis; tinea cor- 
poris, tinea cruris, tinea-/versicoler and. cutaneous candidosis. Effective, non- 
imidazole:threrapy. för topical fungal infections — vvithöut.a potent corticosteroid. 
Convenient b.i-dy dosage. Available in 15}30'and 90g tubes. Prescription only. 


JUST GIVE ITA VVEEK 


Please see following page for brief summary of full preseribing information 
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Loprox’ 
(ciclopirox olamine) Cream 1% 


Brief Summary-Consult Package Insert for Full Prescribing Information. 


DESCRIPTION—Loprox® (ciclopirox olamine) Cream 1% contains a syn- 
thetic, broad-spectrum, antifungal agent 6-cylohexyl-1-hydroxy-4-methyl- 
2(1H)-pyridone, 2-aminoethanol salt. 


INDICATIONS AND USAGE—Loprox? (ciclopirox olamine) Cream 1% 
is indicated for the topical treatment of the following dermal infections: tinea 
pedis, tinea cruris and tinea corporis due to Trichophyton rubrum, 
Trichophyton mentagrophytes, Epidermophyton floccosum and 
Microsporum canis, candidiasis (moniliasis) due to Candida albicans, and 
tinea (pityriasis) versicolor due to Malassezia furfur. 


CONTRAINDICATIONS—L oprox® (ciclopirox olamine) Cream 1% is 
contraindicated in individuals who have shown hypersensitivity to any of 
its components. 


WARNINGS—General: Loprox® (ciclopirox olamine) Cream 1% is not 
for ophthalmic use. 


PRECAUTIONS—|f a reaction suggesting sensitivity or chemical irritation 
should occur with the use of Loprox® (ciclopirox olamine) Cream 1%, 
treatment should be discontinued and appropriate therapy instituted. 
Information for patients: 

The patient should be told to: (1) use the medication for the full treatment 
time even though symptoms may have improved and notify the physician 
if there is no improvement after four weeks, (2) inform the physician if the 
area of application shows signs of increased irritation (redness, itching, 
burning, blistering, swelling, oozing) indicative of possible sensitization, 
(3) avoid the use of occlusive wrappings or dressings. 

Carcinogenesis, mutagenesis, impairment of fertility: 

A carcinogenicity study in female mice dosed cutaneously twice per week 
for 50 weeks followed by a 6-month drug -free observation period prior to 
necropsy revealed no evidence of tumors at the application site. Several 
mutagenic tests indicated no potential for mutagenesis. 

Pregnancy Category B: 

Reproduction studies have been performed in the mouse, rat, rabbit, and 
monkey, (via various routes of administration) at doses 10 times or more 
the topical human dose and have revealed no significant evidence of im- 
paired fertility or harm to the fetus due to ciclopirox olamine. There are, 
however, no adequate or well-controlled studies in pregnant women. 
Because animal reproduction studies are not always predictive of human 
response this drug shoud be used during pregnancy only if clearly 
needed. 

Nursing mothers: 

Itis not known whether this drug is excreted in human milk. Because many 
drugs are excreted in human milk, caution should be exercised when 
Loprox® (ciclopirox olamine) Cream 1% is administered to a nursing 
woman. 

Pediatric use: 

Safety and effectiveness in children below the age of 10 years have not 
been established. 


ADVERSE REACTIONS-—-n all controlled clinical studies with 514 pa- 
tients using Loprox® (ciclopirox olamine) Cream 1% and in 296 patients 
using the vehicle cream the incidence of adverse reactions was low. This 
included pruritus at the site of application in one patient and worsening 
of the clinical signs and symptoms in another patient using ciclopirox 
olamine cream 1% and burning in one patient and worsening of the clinical 
signs and symptoms in another patient using the vehicle cream 


DOSAGE AND ADMINISTRATION—Gently massage Loprox® 
(ciclopirox olamine) Cream 1% into the affected and surrounding skin 
areas twice daily, in the morning and evening. Clinical improvement with 
relief of pruritus and other symptoms usually occurs within the first week 
of treatment. If a patient shows no clinical improvement after four weeks 
of treatment with Loprox® (ciclopirox olamine) Cream 1%, the diagnosis 
should be redetermined. Patients with tinea versicolor usually exhibit 
clinical and mycological clearing after two weeks of treatment. 


HOW SUPPLIED—Loprox® (ciclopirox olamine) Cream 1% is supplied 
in 15 gram, 30 gram and 90 gram tubes. 


Hoechst-Roussel Pharmaceuticals inc. Hoechst 


Loprox® REG TM HOECHST AG Q76059-586 








Campbell Soup Company 
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What about yours? 
Uncontrolled high blood pres- 
sure is a major health problem. 
About 26 million workdays and 
billions of dollars are lost each 
year because of it. 

But high blood pressure can 
be easily detected and 
controlled. Proper treatment, 
every day, can prevent heart 
failure, kidney disease, stroke 
and premature death caused by 
high blood pressure. 

Many companies, large and 
small, have successful on-the- 
job high blood pressure 
programs for their employees 
and management. Look into it. 
You can save time and money. 
And protect your employees’ 
health. To find out the whole 
story write: 

Ms. Judie LaRosa 

Worksetting Programs 

Coordinator 
National High Blood Pressure 


Education Program 
Bethesda, MD 20205 


High blood pressure. 
Treat it and live. 
National High Blood Pressure Education Program, 


National Heart, Lung, and Blood Institute 
U.S. Department of Health and Human Services 
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STRATUM 

GERMINATIVUM 
DERMIS ; 
ANTIBIOTIC «= 


Staphylococcus aureus, or both, spec 
E-MYCIN 333 mg tablets (erythromycin 
because (1) in vitro susceptibility* to erythrorr 
is 95.0% and 95.5%, respectively (unlike tetraı 
which are not drugs of choice in any staphyloco 
infection and against which up to 44% of Sfrept 
pyogenes strains are resistant); (2) enteric coating 
protects E-MYCIN 333 mg tablets from gastric 
inactivation to help assure efficient absorption of active 
erythromycin (erythromycin base); (3) safety of 
erythromycin is still preeminent among antimicrobials 
after more than 30 years of clinical use; (4) compliance 
is easier with q8h doses that may be taken before, after, 
or even with meals; and (5) economy is exceptional. 


“In vitro susceptibility does not necessarily imply in vivo effectiveness 


E-Mycin 333 : 
erythromycin base 
enteric-coated tablets 


Covers the most common 
dermatologic pathogens 


See following page for brief summary of prescribing information İ 


Upjohn | The Upjohn Company ıl 
Kalamazoo, Michigan 49001 
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erythromycin base 
enteric-coated tablets 


indications: Streptococcus pyogenes 
(group A beta-hemolytic strepto- 
cocci): Upper and lower respiratory 
tract, skin, and soft-tissue infections of 
mild to moderate severity. Therapy 
should be continued for ten days. Par- 
enteral benzathine. penicillin G is the 
drug of choice. 
Alpha-hemolytic streptococci (viridans 
‘= groups): Short-term prophylaxis 
“ against bacterial endocarditis prior to 
dentai procedures or surgery of the 
upper respiratory tract in patients with a history of rheumatic fever or 
congenital heart disease who are hypersensitive to penicillin. Eryth- 
Tomycin is not suitable prior to genitourinary surgery. 
Staphylococcus aureus: Acute infections of skin and soft tissue of 
mild to moderate severity. Resistance may develop during treatment. 
Streptococcus pneumoniae: Upper respiratory tract infections (e.g., 
otitis media, pharyngitis) and lower respiratory tract infections (e.g., 
pneumonia) of mild to moderate degree. 
Mycoplasma pneumoniae (Eaton agent, PPLO): For respiratory 
infections due to this organism. 
Treponema pallidum: An alternative treatment for penicillin-allergic 
patients. 
‘Corynebacterium diphtheriae and Corynebacterium minutissimum: 
An adjunct to antitoxin, to prevent or treat carriers. In the treatment 
“of erythrasma. 
Entamoeba histolytica: Intestinal amebiasis only. Extraenteric ame- 
biasis requires treatment with other agents. 
Listeria monocytogenes: Infections due to this organism. 
Neisseria gonorrhoeae: In conjunction with erythromycin lactobion- 
ate injection in patients allergic to the penicillins. Patients should 
have a microscopic examination for T. pallidum (by immunofluores- 
cence or darkfield). 
- Hemophilus influenzae: For upper respiratory tract infections of mild 
to. moderate severity, in combination with sulfonamides. Not all 
strains are susceptible. 
egionnaires’ disease: in vitro and limited clinical data suggest 
efficacy. 
Bordetella pertussis: Renders patients noninfectious, may be helpful 
“İn prophylaxis. 
Chlamydia trachomatis: Conjunctivitis of the newborn, pneumonia of 1 
infancy, urogenital infections in pregnancy. When tetracyclines are 
contraindicated or not tolerated, for uncomplicated urethral, endo- 
cervical or rectal infections in adults. 
Establish susceptibility of organisms to erythromycin. 
- Contraindication: Known hypersensitivity to erythromycin. 
Warning: Safety for use in pregnancy has not been established. 
Precautions: Erythromycin is principally excreted by the liver. Exer- 
cise caution in patients with impaired hepatic function. Hepatic dys- 
function with or without jaundice has occurred with oral erythromycin 
“products. Surgical procedures should be performed when indicated. 
- Concurrent use with theophylline may potentiate theophylline toxicity. 
_ Theophylline dosage should therefore be reduced. 
Adverse Reactions: The most frequent side effects are gastrointes- 
tinal, e.g., abdominal cramping and discomfort, and are dose 
related. Nausea, vomiting, and diarrhea occur infrequently. During 
prolonged or repeated therapy, nonsusceptible bacteria or fungi 
“ may overgrow. The drug should then be discontinued and appropri- 
- ate therapy instituted. Urticaria and other skin rashes have occurred. 
Serious allergic reactions, including anaphylaxis, have been 
reported, Reversible hearing loss has rarely occurred, chiefly in 
patients with renal insufficiency and those receiving high doses. 

How Supplied: E-MYCIN Tablets 250 mg—in bottles of 100, 500, 
__Unit-of-use bottles of 40, and in unit-dose packages of 100. 
_E-MYCIN Tablets 333 mg—in bottles of 100, 500, and in unit-dose 
packages of 100. 

Caution: Federal law prohibits dispensing without prescription. 
For additional product information, consult the package insert or see your 
Upjohn Representative. 
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When someone 
in your f: 
gets cancer, 
_ everyone 
in your family 
needs help. 


Nobody knows better 
than we do how much help 
and understanding is needed 
for the family of a cancer 
patient. The patient’s spouse is 
under tremendous stress, and 
the children are often forgot- 
ten or just plain left out. That’s 
why our service and rehabili- 
tation programs emphasize 
the whole family, not just the 
cancer patient. 

We run local programs 
nationwide with millions of 
volunteers whose lives have 
been touched by family mem- 
bers or friends with cancer or 
who themselves are recovered 
cancer patients. That's what 
makes the American Cancer 
Society one of the largest, best 
motivated and most caring 
of any health organization in 
the country. 

Among our regular ser- 
vices we provide information 
and guidance to patients and 
families, transport patients to 
and from treatment, supply 
home care items and assist 
patients in their return to 
everyday life. 

Life is what concerns us. 
The life of cancer patients. 
The lives of their families. So 
you Can see we are even more 
than the research organization 
we are so well known to be. 


cancer alone. 














Nevvs and Notes 


Meeting of the British Association 
of Dermatologists.— The 1987 meet- 
ing of the British Association of 
Dermatologists, under the presi- 
dency of Dr N. R. Rowell, will be 
held in Harrogate, England, from 
dune 24 to dune 27. The main 
meeting will be preceded by meet- 
ings of the British Contact Der- 
matitis Group, the British Associ- 
ation for Paediatric Dermatology, 
and the British Dermatological 
Surgical Group. Further details 
are available from Dr J. A. Cotter- 
ill, Department of Dermatology, 
Leeds General Infirmary, Great 
George Street, Leeds LS1 3EX, 
Yorkshire, England. 


Summer Course.—A course enti- 
tled “Nonionizing Radiations: Bio- 
physical and Biological Basis, 
Applications, and Hazards in 
Medicine and Industry” will be 


held at the Massachusetts Insti- 
tute of Technology, Cambridge, 
Aug 10 to 14, 1987. The course will 
emphasize practical considera- 
tions in the safe and effective use 
of lasers, microwaves, ultraviolet 
radiation, magnetic fields, and 
ultrasound in medical and indus- 
trial practice, eg, methods and 
instrumentation for power mea- 
surement, calibration, dosimetry, 
compliance with federal and state 
regulations, etc. For further infor- 
mation, contact the Director of 
Summer Sessions, Room E19-356, 
Massachusetts Institute of Tech- 
nology, Cambridge, MA 02139. 


29th Annual International Indus- 
trial Pharmaceutical Research Con- 
ference.— Extension Services in 
Pharmacy at the School of Phar- 
macy, University of Wisconsin, 
Madison, is pleased to announce 
the annual Land O’Lakes Confer- 
ence (29th Annual International 
Industrial Pharmaceutical Re- 
search Conference) to be held 
June 15 to 19, 1987, at Devil’s Head 
Lodge, Merrimac, Wis. The theme 


of the conference is “Current Sta- 
tus and Future Directions of 
Transdermal Drug Delivery.” Due 
to the increasing and intensive 
interest in delivering drugs via 
the transdermal route, this con- 
ference seeks to critically evaluate 
the current status of basic knowl- 
edge in this field, as well as the 
prospects for future applications 
and study. Emphasis will be 
placed on such topics as the fol- 
lowing: the basic biology and func- 
tion of the skin; the role of lipids 
and proteins in barrier function; 
drug transport through the skin; 
the enhancement of transport by 
altering drug and skin properties; 
the design of drug delivery sys- 
tems; transdermal toxicity; and 
adhesives and packaging compo- 
nents. Case studies as well as 
“needs sharing” discussions will 
be components of the overall pro- 
gram. For further information, 
contact Extension Services in 
Pharmacy, School of Pharmacy, 
University of Wisconsin, 425 N 
Charter St, Madison, WI 53706; 
(608) 262-3130. 


COMPLETE PHOTOTHERAPY SYSTEMS FROM NATIONAL BIOLOGICAL CORF. 


PANOSOL ™ UVB or UVA 


LMA-302 
UVA METER 


NATIONAL 
BIOLOGICAL 
CORPORATION 


1532 Enterprise Parkway 
Twinsburg, Ohio 44087 





FOLDALITE-B”" i 
UVB ( 


Phone: (in Ohio) 1-800-227-6394 
Call Toll-Free (outside Ohio) 1-800-338-5045 





1100-A HAND/FOOT UVB or UVA 


HOUVA-LITE® 


UVA or UVA/UVB 
COMBINATION 


HO-B-LITE™ UVB 
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FOR LARGE 
PROBLEMS.. 


OR SMALI... 





NEVV FROM GLAXO 
DERMATOLOGY PRODUCTS 


THE GENTLE TOUCH OF 
A LOW-POTENCY STEROID... 


WITH MORE MUSCLE 
THAN HYDROCORTISONE. 


Significantly more effective than Hytone” Cream 

ontrolled trials have demonstrated that ACLOVATE” (alclometasone 
dipropionate) clearly outperforms hydrocortisone. When ACLOVATE Cream, 
0.05% was compared with Hytone” (hydrocortisone) Cream, 1.0% in 229 
patients with atopic dermatitis, ACLOVATE was significantly more effective after 
just 1 week in reducing the severity scores for total disease signs (erythema, 
induration, and pruritus). At the treatment endpoint, the overall results indicated 
that ACLOVATE provided a statistically significant greater therapeutic effect 
than Hytone." 


Comparable efficacy to Tridesilon” Ointment 

A clinical comparison has also been conducted with ACLOVATE Ointment, 
0.05% and Tridesilont (desonide) Ointment, 0.05% in psoriasis. The percent 
improvement at the end of a 3-week study was 39.6% for ACLOVATE-treated 
patients and 35.3% for the Tridesilon group.' 


Useful for children, maintenance treatment, and large areas 

You can expect a similar degree of safety from ACLOVATE as you do from 
hydrocortisone. In a 6-week double-blind comparison of the atrophogenic 
potential of ACLOVATE Ointment, 0.05% and hydrocortisone ointment, 1.0%, no 
Clinically significant skin thinning occurred with ACLOVATE.” 

Adverse reactions reported with ACLOVATE Cream and Ointment are generally 
local in nature and include itching, burning, and erythema. As with all topical 
steroids, caution should be exercised when prescribing ACLOVATE in children 
because they may absorb proportionally larger amounts of drug and thus be 
more susceptible to systemic toxicity. (See Pediatric Use under PRECAUTIONS 


in brief summary of Prescribing Information.) 


(alclometasone dipropionate) 


(acion 0.05% OINTMENT, 0.05% 


A GENTLE TOPICAL STEROID THAT WON'T COMPROMISE EFFICACY. 





Glaxo 


Glaxo Dermatology Products 
Unique compounds that are 
advancing dermatology. 


one is a registered trademark of Dermik Laboratories, Inc. i ibi ion. 
t Anp Arar yəsi. cəllə Dorimik Laboralirioa, ta Please see next page for brief summary of Prescribing Information 
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new b BRİEF SUMMARY 
VATE 
(alclomelasone dipropionate) 


CREAM, 0.05% OINTMENT, 0.05% 
A GENTLE TOPICAL STEROID 


THAT WON’T COMPROMISE EFFICACY. 
For Dermatologic Use Only—Not for Ophthalmic Use. 


The following is a brief summary only. Before prescribing, see complete prescribing information in 
ACLOVATE™ Cream and Ointment product labeling. 
CONTRAINDICATIONS: ACLOVATE™ Cream and Ointment are contraindicated in 
patients who are hypersensitive to alclometasone dipropionate, to other cortico- 
steroids, or to any ingredient in these preparations. 
PRECAUTIONS: General: Systemic absorption of topical corticosteroids has re- 
sulted in reversible HPA axis suppression, manifestations of Cushing's syndrome, 
nes, and glucosuria in some patients. 
‘onditions which augment systemic absorption include the application of the 

More potent steroids, use over large surface areas, prolonged use, and the addition of 
occlusive dressings. 

Children may absorb proportionally larger amounts of topical corticosteroids 
and thus be more susceptible to systemic toxicity (see Pediatric Use under 
PRECAUTIONS 


1f irritation develops, topical corticosteroids should be discontinued and appro- 
priate therapy instituted. 

İn the presence of dermatological infections, the use of an appropriate antifungal 
or antibacterial agent should be instituted. If a favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infection has been 


5. $ i 
İnformation for Patients: Patients using ACLOVATE” should receive the following 
information and instructions: b 

1. This medication is to be used as directed by the physician. It is for external use 
only. Avoid contact with the eyes. i 

2. Patients should be advised not to use this medication for any disorder other than 

3 The wedi sn aoa od oo be bandaged or otherwise covered 

t skin area nol or otherwise ci or wrapped as 
to be occlusive unless directed by the physician. è 

4. Patients should report any signs of local adverse reactions especially under oc- 
clusive dressing. 

5. Parents of pediatric m. should be advised not to use tight-fitting diapers or 
plastic pants on a child being treated in the diaper area, as these garments may 
constitute occlusive dressings. 

— Tests: Although ACLOVATE Cream and Ointment were shown not to 

produce HPA axis suppression, the following tests may be helpful in evaluating il HPA 

axis suppression does occur: 
Urinary free cortisol test 


ACTH stimulation test bilki isi ian: ind 
nogenesis, Mutagenesis, Impairme: Long-term animal 
Studies have not been performed to evaluate the carcinogenic potential or the effect on 

fertility of topical corticosteroids. 
ludies to determine mutagenicity with prednisolone have revealed negative 


results. 
Pregnancy: Teratogenic Effects: Pi Category C: Corticosteroids are 
generally teratogenic in laboratory animals when administered systemically at rela- 
tively low dosage levels. The more potent corticosteroids have been shown to be 
teratogenic in animals after dermal application. t 

here are no adequate and well-controlled studies of the teratogenic effects of 
topically applied corticosteroids in pregnant women. Therefore, topical corticosteroids 
should be used during pregnancy only if the potential benefit justifies the potential 
risk to the fetus. Drugs of this class should not be used extensively on pregnant 
— in large amounts or tor prolonged periods of time: 

Mothers: İt is not known whether topical administration of corticosteroids 

could result in sufficient systemic absorption to pan detectable quantities in 
breast milk. Systemically administered corticosteroids are secreted into breast milk in 
quantities not likely to a deleterious effect on the infant. Nevertheless, caution 
should be exercised when topical corticosteroids are prescribed for a nursing woman. 
Pediatric Use: Pediatric patients ..... greater susceptibility 
to topical corticosteroid-induced HPA axis suppression and — 
ey vara zə” patients because of a larger skin surface area- 

weight ratio. 

HPA axis suppression, Cushing's syndrome, and intracranial hypertension have 
been reported in children receiving topical corticosteroids. Manifestations of adrenal 
suppression in children include linear growth retardation, del bys n, lov 
plasma cortisol levels, and absence of response to ACTH stimulation. Manifestations 
of — hypertension include bulging fontanelles, headaches, and bilateral 
papilledema, 


Administration of topical corticosteroids to children should be limited to the 
least amount compatible with an effective therapeutic regimen. Chronic corticosteroid 
heoa Se interfere with the growth and development of children 
AD REACTIONS: The following local adverse reactions have been reported 
with ACLOVATE™ Cream: itching occurred in about 2 per 100 pine burning, 
erythema, dryness, irritation, and papular rashes occurred in about 1 per 100 patients. 

The following local adverse reactions have been reported with ACLOVATE Oint- 
ment: itching or burning, 1 per 200 patients; and erythema, 2 per 1,000 patients. 

The following local adverse reactions have been reported with topical der- 
matologic corticosteroids, lly under occlusive dressings: burning, itching, 
irritation, dryness, folliculitis, hypertychosis, acneiform eruptions, hypopigmentation, 
perioral dermatitis, allergic contact dermatitis, maceration of the skin, secondary 
infections, skin atrophy, striae, and miliaria. 

OVERDOSAGE: Topically applied ACLOVATE™ can be absorbed in sufficient 
amounts to produce systemic effects (see PRECAUTIONS). 

HOW SUPPLIED: ACLOVATE™ Cream, 0.05% is supplied in 15-g (NDC 0173-0401- 
00) and 4: m 0173-0401-01) tubes. 

ACLOVATE Ointment, 0.05% is supplied in 15-g (NDC 0173-0402-00) and 45-g 
NDC 0173-0402-01) tubes. 

between 


2° and 30°C (36° and 86°F). 
Glaxo 


Manulactured for Glaxo Inc., Research nə” NC 27709 September 1986 
By Schering Corporation, Kenilworth, NJ 0 
€ Copyright 1986, Glaxo Inc. All rights reserved. 


References: 1. Data on file, Glaxo Dermatology Products, Glaxo Inc. 2. Comell R: Atrophogenic 
of alclometasone 


potential dipropionate 0.05% vs. hydrocortisone ointment 1.0%. Current Therapeutic 
Research 1986:39: 260-268. 

Glaxo Dermatology Products, Glaxo Inc., Research Triangle Park, NC 27709 

© 1986, Glaxo Dermatology Products, Glaxo Inc. ACLOI3 January 1987 


Who Cares . 
For Troubled 
Physicians? 


Increasing numbers of 

medical organizations, 

individual physicians, 

and other health care 

professionals are rallying to 

meet the special needs of 
impaired physicians. 

To help this activity, the AMA 
has created the AMA Impaired 
Physician Newsletter—a unique 
source of innovative ideas for 
programs that foster physician 
health and well-being. The news- 
letter offers ideas for programs 
that help physicians and their 
families with problems of chemical 
dependence and emotional illness. 





Each quarterly issue addresses current ə lu 
developments such as: .— 

e national activities 

e local programs 

e support groups 

e audiovisual materials 

e publications and resource material 


The AMA Impaired Physicians Newsletter provides 

specific suggestions for initiating and improving 

effective prevention and treatment programs for your 
impaired colleagues. An annual subscription is only $10. 
Reserve your 1986 subscription now with the coupon below. 


Mail to: 

Subscription Department 
American Medical Association 
535 North Dearborn Street 
Chicago, IL 60610 


[C] Yes, I want a one-year subscription to AMA Impaired Physician Newsletter at $10.00. 


Name 





Title 





Address 








City/State/Zip bəd 


Payment must accompany order. Make your check or money order payable to the 
American Medical Association. 























EFFECTIVE CONTROL 


eN — — 


Zostrix 





OF POSTHERPETIC PAIN 


Effective: Controls pain associated vvith postherpetic 
neuralgia in most patients. - 


Safe: Non-addictive, non-psychoactive. No inter- 
actions with systemic medications commonly prescribed 


for geriatric patients. 


Unique Pharmacology: Works via localized 

depletion of Substance P, an endogenous neuropeptide _ 
involved in the transmission of pain impulses. fee 
Selective Mode of Action: Zostrix, unlike 
anesthetics, controls pain without affecting discrimina- 
tory sensations, such as touch and vibration. ey 
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Zostrix 


(capsaicin 0.02596) 





Convenient: Zostrix is available in an easily applied 
topical cream. 


Important Guidelines for Use: Patient compliance 
is vital to successful therapy. Patients should be 
instructed to apply Zostrix to the affected area three or 
four times daily. Optimal response should be achieved 
within 14 to 28 days. Continued application of Zostrix 
three or four times daily is necessary to sustain its 
clinical effect. 


How Supplied: 45g tubes (NDC 52761-552-45) 
U.S. Patent Nos. 4486450. 5536404 


Zostrix 
THE FIRST LINE TOPICAL THERAPY 
FOR POSTHERPETIC NEURALGIA 


Description 

Zostrix cream contains capsaicin 0.025% in an emollient base. C apsaicin is a 
naturally occurring substance derived from plants of the Solanaceae family 
with the chemical name trans-8-methyl-N-vanillyl-6-nonenamide. C apsaicin 
is a white crystalline powder with a molecular weight of 305.4. It is 
practically insoluble in water but very soluble in alcohol, ether and chloroform 


o 
il 
CH,NH-C-~(CH,),CH=CH-CH(CH,) 


OCH, 
OH 


Action and Indications 

Although the precise mechanism of action of capsaicin is not fully understood, 
current evidence suggests that capsaicin renders skin insensitive to pain by 
depleting and preventing reaccumulation of substance P in peripheral sensory 
neurons. Substance P is thought to be the principal chemomediator of pain 
impulses from the periphery to the central nervous system. Zostrix cream 








For samples and monograph call: or write 


Toll-free 
1-800-533-3376 


In Illinois 


312-564-5435 


Medical Director 
GenDerm Corporation 
425 Huehl Road 
Northbrook, IL 60062 


is indicated for the temporary relief of the pain (neuralgia) associated with 
and following episodes of herpes zoster infections after open skin lesions 
have healed 


Warnings 

For external use only. Avoid contact with eyes and broken or irritated skin 
Do not bandage tightly. If condition worsens, or if symptoms persist for 
more than 14 days or clear up and occur again within a few days, discontinue 
use of this product and consult your physician. Keep this and all drugs 

out of the reach of children 


Directions 

Adults and children 2 years of age or older: Apply Zostrix to affected area 
not more than 3 or 4 times daily. Zostrix may cause transient burning on 
application. This burning is observed more frequently when application 
schedules of less than 3 or 4 times daily are utilized. After Zostrix is applied 
with the fingers, the hands should be washed immediately. 


How Supplied 
45g tubes (NDC 52761-552-45) 
U.S. Patent Nos. 4486450. 5536404 





Marketed by GENDERM Corporation, Northbrook, IL 60062 
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The Lighter Touch 


When medium potency 
is enough to do the job 


“woe 6078596 
556110 


esilon” 0.05% 
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BRİEF SUMMARY 

Description: Tridesilon” (desonide) is a non-fiuorinated corticosteroid. 

Action: Tüdesilon” (desonide) 0.05% Creme and Ointment have anti-inflammatory, antipru- 

ritic, and vasoconstrictive actions. 

indications: Topical corticosteroids are indicated for the relief of the inflammatory and pruritic 

manifestations of corticosteroid-responsive dermatoses. 

Contraindications: Topical corticosteroids are contraindicated in those patients with a history 

of hypersensitivity to any of the components of the preparation. 

Precautions: 

General 

Systemic absorption of topical corticosteroids has produced reversible hypothalamic-pituitary- 

adrenal (HPA) axis suppression, manifestations of Cushing's syndrome. hyperglycemia, and 
lucosuria in some patients. 

‘onditions which augment systemic absorption include the application of the more potent ste- 
roids, use over large surface areas, prolonged use, and the addition of occlusive dressings 
Therefore, patients receiving a large dose of a potent topical steroid applied to a large surface 
area or under an occlusive dressing should be evaiuated periodically for evidence of HPA axis 
suppression by using the urinary free cortisol and ACTH stimulation tests. If HPA axis suppres- 
sion is noted, an attempt should be made to withdraw the drug, to reduce the frequency of appli- 
cation, or to substitute a less potent steroid 
Recovery of HPA axis function is generally prompt and complete upon discontinuation of the 
drug. infrequently, signs and symptoms of steroid withdrawal may occur, requiring supplemen- 
tal systemic corticosteroids. 

Children may absorb proportionally larger amounts of topical corticosteroids and thus be more 

susceptible to systemic toxicity. (See PRECAUTIONS —Pediatric Use). 

If qu develops, topical corticosteroids should be discontinued and appropriate therapy 

institute: 

İn the presence of dermatological infections, the use of an appropriate antifungal or antibacte- 

rial agent should be instituted. If a favorable response does not occur promptly. the corticoste- 

roid should be discontinued until the infection has been adequately controlled 

Information for the Patient 

Patients using topical corticosteroids should receive the following information and instruc- 

tions: 

t. This medication is to be used as directed by the physician. İt is for external use only. Avoid 

contact with eyes, 

2. Patients should be advised not to use this medication for any disorder other than for which it 

was prescribed. 

3. The treated skin area should not be bandaged or otherwise covered or wrapped as to be occlu- 

sive unless directed by the physician. 

4. Patients should report any signs of local adverse reactions especially under occlusive dress- 

ing. 

5, Parents of pediatric patients should be advised not to use tight-fitting diapers or plastic pants 

ün a child being treated in the diaper area. as these garments may constitute occlusive dress- 

ings. 

Laboratory Tests 

The following tests may be helpful in evaluating the HPA axis suppression 

Urinary free cortisol test 

ACTH stimulation test 

Carcinogenesis, Mutagenesis, and impairment of Fertility 

Long-term animal studies have not been performed to evaluate the carcinogenic potential or the 

effect on fertility of topical corticosteroids 

Studies to determine mutagenicity with prednisolone and hydrocortisone have revealed nega- 

tive results. 

Pregnancy Category C 

Corticosteroids are generally teratogenic in laboratory animals when administered systemically 

at relatively low dosage levels. The more potent corticosteroids have been shown to be terato- 

genic after dermal application in laboratory animals. There are no adequate and well-controlled 

Studies in pregnant women on teratogenic effects from topically applied corticosteroids. There- 

fore, topical corticosteroids should be used during pregnancy only if the potential benefit justi- 

fies the potential risk to the fetus. Drugs of this class should not be used extensively on pregnant 
patients, in large amounts. or for prolonged periods of time. 

Nursing Mothers 

It is not known whether topical administration of corticosteroids could result in sufficient sys- 

temic absorption to produce detectable quantities in breast milk. Systemically administered 

corticosteroids are secreted into breast milk in quantities not likely to have a deleterious effect 
on the infant. Nevertheless, caution should be exercised when topical corticosteroids are 
administered to a nursing woman. 

Pediatric Use 

Pediatric patients may demonstrate greater susceptibility to topical cor ticosteroid-induced HPA 

axis suppression and Cushing's syndrome than mature patients because of a larger skin surface 

area to body weight ratio. 

Hypothalamic-pitultary-adrenal (HPA) axis suppression, Cushing's syndrome, and intracranial 

hypertension have been reported in children receiving topical corticosteroids. Manifestations 

of adrenal suppression in children include linear growth retardation, delayed weight gain. low 
plasma cortisol levels, and absence of response to ACTH stimulation. Manifestations of intra- 

Cranial hypertension include bulging fontanelles, headaches. and bilateral papiliedema. 

Administration of topical corticosteroids to children should be limited to the least amount com- 

patible with an effective therapeutic regimen, Chronic corticosteroid therapy may interfere with 

the growth and development of children, 

Adverse Reactions: The following local adverse reactions are reported infrequently with topi- 

cal corticosteroids, but may occur more frequently with the use of occlusive dressings. These 

reactions are listed in an approximate decreasing order of accurrence: 

Burning Hypertrichosis Maceration of the skin 

İtching Acneiform eruptions Secondary infection 

Irritation Hypopigmentation Skin atrophy 

Dryness Perioral dermatitis Striae 

Folliculitis Allergic contact dermatitis Miliaria 

Overdosage: Topically applied corticosteroids can be absorbed in sufficient amounts to pro- 

duce systemic effects. (See PRECAUTIONS). 

Dosage and Administration: Topical corticosteroids are generally applied to the affected area 

as a thin film from two to four times daily depending on the severity of the condition 

Occlusive dressings may be used for management of psoriasis or recalcitrant conditions. 

If an infection develops, the use of occlusive dressings should be discontinued and appropriate 

antimicrobial therapy instituted. 

How Supplied: Tridesilon” (desonide) 0.05% Creme and Ointment are supplied in 15 and 60 
ram tubes. Tridesifon® 0.05% Creme is also supplied in 5 pound jars. {tis a white semi-solid 
ridesiion® 0.05% Ointment is a white or faintly yellowish. transparent semi-solid 

Store below 86°F (30°C), avoid freezing. 

Caution: Federal (USA) law prohibits dispensing without a prescription. 


Miles Pharmaceuticals aa. 
Division of Miles Laboratories, Inc. aaa 
West Haven, Connecticut 06516 Miles Pharmaceuticals 


January, 1984 PD100597 December, 1985 PD100634 























Editorials 


Lymphoma, 


V J ill the retinoid revolution change the clinician’s 

approach to cutaneous T-cell lymphoma 
(CTCL) therapy the way it has changed the approach 
to acne and psoriasis treatments? Kessler et al: 
initially reported a response of CTCL to prolonged 
high-dose 13-cis-retinoic acid therapy, and in this 
issue of the ARCHIVES, Kessler and colleagues’ extend 
their earlier experience. 


See also p 201. 


The most successful new therapies for CTCL will 
exploit the unique immunobiologic features of the 
malignant cells. Multiagent chemotherapy regimens 
for other malignancies were developed from 
advances in the understanding of cell cycling and cell 
biology. In a similar manner, advances in the under- 
standing of keratinocyte-lymphocyte interactions, 
lymphocyte clonality, and antineoplastic T-cell activ- 
ity of therapeutic agents will provide theoretically 
exploitable inroads for the treatment of CTCL. 

Immunophenotyping of CTCL infiltrates has 
shown the lymphocytes to be helper/inducer T cells.’ 
In an attempt to focus on these cells, agents have 
been developed that utilize monoclonal anti-T-cell 
antibodies (MABs).“ Unfortunately, large proteins 
such as MABs must be administered systemically. 
However, not until the late stages of the disease are 
there large amounts of abnormal helper T cells 
readily accessible in the intravascular compartment 
where antibody concentrations are the highest, and 
even then, the majority of the CTCL cells may be 
extravascular. Another problem with MABs to T 
cells is that they lack specificity, ie, normal T cells 
are usually targeted as well. In general, MAB thera- 
py suffers from the fact that antibodies are derived 
from nonhuman sources, eventually leading to 
antiantibody production that abrogates the efficacy 
of the MAB and may lead to serum sickness. These 
antibodies are internalized or shed with their target 
antigen (antigenic modulation), making them resis- 
tant to subsequent MAB infusion. Murine MABs are 
usually unable to efficiently fix human complement 
on the cell surface.’ Hopefully, these problems can be 
overcome in the future by such techniques as chime- 
ric antibody production in which mouse Fab frag- 
ments are combined with human Fc fragments. 
Human monoclonals are on the horizon and may 
resolve some of the problems. The largest problem is 
that of specificity. The most anaplastic cells may not 
express the mature markers to which the MABs 
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bind, thus leaving the normal helper T cell preferen- 
tially strangulated by the MAB that has bypassed 
the tumor cell. 

The hallmark of neoplasia is clonality. There are 
features unique to the neoplastic cell line that are 
theoretically exploitable. In the case of T-cell malig- 
nancies, there are surface proteins that are unique to 
each cell. These proteins are the T-cell receptors for 
specific antigens.’ The diversity of the antigenic 
universe is theoretically accounted for by the diver- 
sity of T-cell receptors for those antigens. The struc- 
ture of the antigen receptor is remarkably similar to 
that of immunoglobulin. Like the messenger RNA of 
antibodies, the receptor’s messenger RNA comes 
from a DNA template constructed from joining parts 
of the genome that are widely separated. Thus every 
T cell and its progeny have DNA templates that are 
unique to the clone and are found in no other T cell. 
Clonality in CTCL has been demonstrated by show- 
ing that the abnormal cells in the skin infiltrates, in 
lymph node involvement, and at times in the periph- 
eral circulation all have the same unique template 
within an individual, making this technique useful in 
diagnosis of the malignant state." However, there is 
tremendous interpatient variability of the antigen- 
receptor rearrangement. Therein lies the problem in 
pursuing this biologic aspect of CTCL for therapy. It 
is impractical to try to develop monoclonal anti- 
bodies on a patient-to-patient basis. 

An intriguingly unique feature of CTCL, in the 
early stage, is epidermotropism. Malignant cells are 
initially found only in the proximity of the epider- 
mis. When cell markers of lymphocytes in the skin 
and blood are compared, there is a striking finding. 
Patients with the Sézary syndrome variant of CTCL 
have demonstrable abnormal helper T cells in their 
blood and skin. The latter, but not the former, has 
also been shown to express markers such as human 
Thy-1. This apparently reflects either the abnormal 
cells’ response to being near the epidermis, or a 
feature that preferentially causes localization in 
skin. What is it about the epidermis that is special to 
the T-lymphocyte? One potential factor is the “epi- 
dermal-derived T-cell activating factor,’ which has 
been shown to be identical to interleukin 1 (1L1)." 
This factor, made by keratinocytes, is involved in 
T-cell activation, enabling T cells to respond to 
interleukin 2 (IL2). Helper T cells are able producers 
and consumers of IL2. This T-cell growth factor 
stimulates helper T cells to proliferate. Keratino- 
cytes have recently been shown to produce an IL2- 
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like substance called keratinocyte-derived T-cell 
growth factor (KTGF)." This may well be one of the 
cytokines produced by keratinocytes that play a 
critical role in the epidermotropic localization and 
clonal expansion of helper T cells in CTCL. Regula- 
tion of epidermal cytokines is quite possibly the 
mechanism of action of methoxsalen plus ultraviolet 
light in the A range, nitrogen mustard, and even 
retinoids in the treatment of CTCL. Interleukin 1 
and production of keratinocyte-derived T-cell growth 
factor by keratinocytes are additional targets of 
therapy. 

Cyclosporine, a profound immunosuppressant that 
has revitalized transplantation technology, blocks 
antigen-specific T-cell proliferation, possibly by 
decreasing expression of the IL1 and IL2 receptors 
on T cells, thus down-regulating their activation.” 
Cyclosporine has been utilized in selected refractory 
cases of CTCL, with a temporary response at the 
expense of profound immunosuppression and renal 
toxicity. Clearly, it is quite nonspecific, with effects 
on normal as well as abnormal T cells. 

The keratinocyte-lymphocyte interaction may well 
be crucial to the evolution of CTCL. Lymphocyte 
receptors for keratinocyte signals could theoretically 
be manipulated to eliminate the initial cutaneous 
stage. Attempts along these lines have been made 
with a similar disease, HTLV I infection, also known 
as adult T-cell leukemia lymphoma (ATLL). Early 
stages of this disease are also characterized by skin 
involvement. The malignant helper T cells of ATLL 
also respond to IL2, suggesting that T-cell growth 
factors may play a significant role in the evolution of 
the disease.“ Experimental therapies have been initi- 
ated to exploit the IL2 receptor to confer specificity. 
Several patients with ATLL have undergone therapy 
with monoclonal antibodies directed against the IL2 
receptor. Definite but limited responses were noted, 
although relapses occurred." Many of the previously 
discussed problems of MAB therapy also apply here. 
It may well be that as this disease (and CTCL) 
progress, malignant T cells lose their dependence on 
epidermal factors, permitting dissemination. 

One difficulty in designing therapy for CTCL is 
that normal helper T cells are extremely important 
in the generation of most immune responses. Slow 
evolution of CTCL probably reflects both slow devel- 
opment of progressively more-aggressive subclones 
and initial effectiveness of the patient’s anti-CTCL 
immune surveillance. Presumably, tumor antigens 
are recognized by specific helper cells with mem- 
brane receptors for that antigen. Such anti-CTCL 
clones would then expand and regulate the host 
defense against the tumor. Interleukin 2 may play an 
important role in this expansion. One approach to 
treating malignancies is by way of stimulating T 
cells to be more antineoplastic. Results of a recently 
described study" of lymphokine-activated killer cells 
in solid tumor malignancies may not be applicable to 
CTCL. In that study, the lymphokine used to activate 
cells was IL2, which could inordinately stimulate the 
malignant cells in this condition. There is a fine line 
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between stimulating the deleterious and the benefi- 
cial T cells. Retinoids may be able to walk this line. A 
possible insight into the multiplicity of retinoid- 


related tumor effects comes from experience that . 
suggests that T cells mediate retinoid antitumor “ 


properties. Utilizing a transplantable tumor, it was 
shown that retinoids could effectively inhibit the 
growth of the tumor in recipients. When these 
recipients were treated with sublethal x-irradiation 
or cyclosporine (both of which relatively selectively 
diminish T-cell function), there was no demonstrable 
antitumor effects of the retinoids,” suggesting that 
the retinoid effect was T-cell dependent. 

The abnormal cells do not necessarily have to be 
killed if there is a way to make them act normally. 
Retinoids have been shown to have profound effects 
on differentiation. There is a human promyelocytic 
leukemic cell line, called HL 60, that is extremely 
retinoid sensitive. The cell line grows in continuous 
culture, and the cells constitutively express the myc 
oncogene.” The latter has been postulated to contrib- 
ute to the development of avian leukemias. On 
exposure to retinoids, the HL-60 line loses its neo- 
plastic cellular behavior, mye gene expression is 
suppressed, and the cells mature into polymorphonu- 
clear leukocytes.’ Hence, one potential beneficial 
effect of retinoids might be to cause CTCL cells to 
mature into normal helper T cells. 

As the understanding of the immunobiology of 
CTCL increases, more-specific and less-toxic thera- 
pies can be anticipated. The definite but limited 
response of CTCL to 18-cis-retinoic acid may reflect 
gene-expression control that may be made more 
specific in appropriate regimens for CTCL. As the 
accompanying article in this issue of the ARCHIVES 
suggests, the combination of retinoids with other 
biologic modifiers seems to be the the next arena for 
clinical contributions toward treating this disorder. 

PETER W. HEALD, MD 

RICHARD L. EDELSON, MD 
Department of Dermatology 

Yale University School of Medicine 
333 Cedar St 

PO Box 3333 

New Haven, CT 06510-8058 
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Mast Cells and Fibrosis 


The development of staining techniques for histo- 
logic sections led to the initial definitive descrip- 
tion of mast cells by a medical student named Paul 
Ehrlich over 100 years ago. Although other investi- 
gators, including von Reeklinhausen, had previously 
described granular cells in the connective tissues of 
unstained tissue sections, the young Ehrlich was the 
first to recognize a distinct subset of cells containing 
granules that stained red or violet when treated with 
a blue basic aniline dye, dahlia.’ Thus the metachro- 
matic nature of these cytoplasmic granules drew 
Ehrlich’s attention. He believed that cells containing 
these granules were “overfed,” and thus he referred 
to them as Mastzellen (in German, masten = to fat- 
ten). Ehrlich published in his doctoral thesis’ the 
astute observations that connective tissue mast cells 
often surrounded nerves, blood vessels, and glandu- 
lar ducts, and that mast cell numbers were increased 
in certain sites of inflammation and neoplasia. 





See also p 205. 

ee 
Over the last century, mast cells and their gran- 
ules have captured the interest of investigators from 
a variety of scientific disciplines. The granules have 
been found to contain numerous biologically active 
mediators, and can be released from the mast cell by 
fusion of the granule membrane with the cell surface 
plasma membrane. This process, termed degranula- 
tion, can be triggered by numerous immunologic and 
nonimmunologic stimuli. Biologic functions attri- 
buted to the mast cell include the release of biologi- 
cally active mediators and enzymes in immunologic 
events, particularly immediate hypersensitivity, and 
the regulation of gastric acid secretion, by histamine 

& released from the gastric mast cell. 
_. The identification of increased numbers of mast 
—— cells either locally or systemically in a variety of 
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different conditions, such as neoplasia, keloid for- 
mation,’ wound healing,’ lymphoproliferative syn- 
dromes,’ parasitic infestation,” arthritides,”” in- 
flammatory bowel disorders,” and atopic dermati- 
tis," raises questions regarding the potentially 
important biologic functions of this interesting cell. 
One theme common to many hypotheses about the 
biologic role of mast cells has been that these cells 
can influence both the proliferative and extracellular 
matrix-synthetic capacities of other connective tis- 
sue cells. In this issue of the ARCHIVES, Nishioka et al 
report that mast cell numbers are increased in the 
papillary dermis of evolving lesions in patients with 
diffuse scleroderma.” This observation once again 
raises questions about whether the role of the mast 
cell in inflammatory conditions, particularly those 
associated with the development of fibrosis, is as a 
primary instigator, a necessary collaborator, or 
merely an innocent bystander. 

Although mast cells are located in the connective 
tissues throughout the body, increased numbers of 
these cells are normally found in those areas where 
the host encounters the environment. For example, 
mast cell numbers approach 7000/mm” in the skin," =- 
20 000/mm: in the gastrointestinal tract,” and 1 10° 
cells per gram of lung tissue." The suggestion that 
mast cells participate in different disease processes . 
stems primarily from morphologic data demonstrat- 
ing either a change in mast cell numbers or a change” 
in their ultrastructure. Expulsion of cytoplasmic 
granules and concomitant cell vacuolization exempli- 
fies one of the most marked ultrastructural changes 
that occur in these cells. The phenomena are 
observed not only during immediate hypersensitivity 
reactions but also during acute inflammation. As 
reviewed by Riley,” numerous investigators have 
reported the temporary disappearance of mast cells 
in areas of acute inflammation. However, since the 


Editorials 191 - 











identification of tissue mast cells depends on the 

-affinity of metachromatic dyes for the cytoplasmic 
granules, the apparent decrease in mast cell numbers 
is most likely a result of cellular degranulation, 
which renders mast cells indistinguishable from 
surrounding cells, and not a result of cell destruction 
or migration out of the involved tissue. 

In contrast to the decreased numbers of identifi- 
-able mast cells reported in acutely inflamed tissues, 
increased numbers of mast cells have often been 
observed at sites of chronic inflammation and fibro- 
. sis. Increased numbers of mast cells were first noted 

to be associated with chronic inflammation by Ehr- 
lich.’ These initial observations have been extended 
and confirmed by other investigators examining a 
variety of conditions. Increased mast cells have been 
reported by chronic paronychia,” chronic gingivitis,” 
fibrotic lung disorders," elephantiasis,” healing 
_ wounds,’ keloids,’ and sclerodermatous skin.'*** Mast 
-cell numbers in these lesions remain increased as 
long as the inflammatory process continues, but 
decrease as affected areas evolve into dense scar 
tissue. The finding of Nishioka et al” that mast cell 
numbers were increased in the dermis of grade 1 and 
grade 2 scleroderma skin and decreased in grade 3 
scleroderma skin is in keeping with this concept. 
Participation of mast cells in the processes leading 
to fibrosis is not proved, however, by the mere 
presence of increased numbers of mast cells in sites 
of chronic inflammation and fibrosis. That mast cell 
hyperplasia alone does not lead to fibrosis is demon- 
-strated by the absence of fibrotic skin lesions in 
patients with mastocytosis and by the lack of fibrosis 
in many neoplastic tissues infiltrated with mast 
cells. However, fibrosing sites of chronic inflamma- 
tion may contain substances that not only provide 
` chemotactic or proliferative stimuli for mast cells, 
but also provoke partial mast cell degranulation. 
_ Evidence of this has been provided by Kawanami et 
< al.” They compared the distribution, population den- 
sity, and ultrastructural features of mast cells in 
lung biopsy specimens of control subjects and 
-patients with fibrotic lung disorders. Increased con- 
- centrations of mast cells were noted in the thickened 
fibrotic alveolar septa and within the alveolar lumi- 
~ na of biopsy specimens of the patients with fibrotic 
¿ulung disease. Evaluation of mast cells in these areas 
—— by electron microscopy revealed that the total num- 
ber of granules retained within the cells was reduced 
and that many of the residual granules were disorga- 
nized. The authors proposed that these findings were 
secondary to partial mast cell degranulation. 
-> Degranulation may not be the only means by 
which mast cells are capable of exposing surrounding 
cells to mast cell granule constituents. Ultrastruc- 
— tural examinations of mast cell/fibroblast and mast 
 cell/endothelial cell cocultures, using time lapse 
cinephotomicrography and transmission electron 
microscopy, suggest that mast cells are capable of 
extending granule-laden pseudopods to the surface 
-of opposing cells.” The establishment of this special- 
_ ized plasma membrane interaction is followed by 
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alteration of the morphology of the mast cell gran- 


ules in the pseudopod, and is occasionally associated 
with the direct transfer of mast cell granules into the 
cytoplasm of the adjacent cell. That this process, 
referred to as transgranulation, occurs in vivo is 
suggested by electron microscopic study of rat mes- 
entery, which has disclosed similar phenomena.” 

The interaction of mast cell granule constituents 
with connective tissue cells, extracellular matrix 
components, and inflammatory cells also suggests 
the participation of mast cells in active fibrosis. 
Heparin proteoglycan, a large negatively charged 
molecule that comprises the core of mast cell gran- 
ules, can bind to selected extracellular matrix pro- 
teins such as fibronectin,” laminin,” and thrombo- 
spondin.” In addition, heparin can modulate certain 
proteolytic enzymes,” and under suitable conditions 
can release enzymes from cell surfaces.” Other func- 
tional properties attributed to heparin include anti- 
coagulant activity,” the inhibition of complement 
activity,” stimulation of capillary endothelial cell 
migration,” and augmentation of bone remodeling.” 
Proteolytic enzymes, also contained within the mast 
cell granule, are capable of degrading extracellular 
matrix components. Tryptase, the major neutral 
protease of the human mast cell granule, comprises 
15% to 40% of the total granular protein of lung 
mast cells.” If skin mast cells contain equivalent 
amounts of tryptase, cutaneous tissue would contain 
approximately 150 mg/L of tryptase.” Of particular 
interest is the finding that tryptase is not inhibited 
by the antiproteases present in human plasma.” 
Tryptase and other neutral proteases have been 
shown to be capable of cleaving type IV collagen, 
fibronectin, elastin, and proteoglycan, as well as the 
complement component C3.”** Histamine, which 
comprises approximately 5% to 10% of the weight of 
mast cell granules, has been shown to stimulate the 
growth of cultured fibroblasts as well as having 
vasoactive, spasmogenic, and eosinophil chemotactic 
properties." Studies involving the degranulation of 
mast cells by the injection of compound 48/80 into 
the peritoneal cavity or the skin of rats suggest that 
these events are followed by increased connective 
tissue cell proliferation.” 

In addition to histamine, a host of other mast cell 
mediators have vasoactive properties, such as the 
leukotrienes C, D, and E, prostaglandin D,, and 
platelet activating factor." These mediators can 
increase blood flow and vessel permeability and 
promote efflux of plasma proteases and fibroblast 
mitogens into inflammatory sites. Chemotactic fac- 
tors, both present in the mast cell and generated as a 
result of mast cell degranulation, could potentially 
augment the migration and activation of neutro- 
phils, eosinophils, monocytes, and lymphocytes into 
tissue sites. These inflammatory cells may have 
either a profibrogenic or antifibrogenic effect on the 
tissue, depending on the balance of stimuli present. 

Although a comprehensive review of the interac- 
tions among mast cell mediators, connective tissue 
cells, and matrix components is beyond the scope of 
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this editorial, the examples outlined illustrate the 
substantial potential the mast cell has for participa- 
— tion in fibrotic processes. 

Frep M. ATKINS, MD 

RICHARD A. F. CLARK, MD 

National Jewish Center for Immunology 

and Respiratory Medicine 
1400 Jackson St 
Denver, CO 80206 
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Androgens and the Skin 


Another Journey Around the Circle 


x W e have come both a long way and full circle in 
YY our understanding of the causes of hirsutism. 
Two decades ago, most cases were considered “idio- 
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pathic” because our methods of assessment of andro- 
genicity, primarily 24-hour urinary collections, were 
poorly reflective of the underlying physiologic state. — 
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At that time, cases of hirsutism were considered to 
~ have increased end-organ sensitivity to androgens. 
The next breakthrough in the understanding of the 
: hormonal causes of hirsutism came in the past 
decade with the advent of more sensitive and accu- 
rate means of measurement of serum levels of ste- 
-croid hormones. It became evident that, indeed, more 
than 80% of women with excessive hair had some 
underlying elevation of a serum or plasma androgen. ' 
. Similarly, endocrine causes of treatment-resistant, 
late-onset, or persistent acne were subsequently 
investigated and found in at least 50% of the 
patients studied.’ Reams of literature subsequently 
- have accumulated and are continuing to document 
that the origins of elevated circulating androgen 


“> levels in hirsutism and some cases of acne lie in the 


: ovary or the adrenal gland. Between the various 
“camps” of those who favored the ovary and those 
who favored the adrenal gland as the primary culprit 

-arose a third: a combined and interactive ovarian 
and adrenal cause of androgen overproduction. What 
kinds of ovarian and adrenal pathology have been 

< found? 





See also p 209. 





Rarely do the ovary and the adrenal gland have the 
potential to form both benign and malignant tumors 
“that overproduce androgenic steroids. Although 
- infrequent, it is perhaps our biggest responsibility as 
dermatologists to find these tumors that may 
present first with cutaneous manifestations. Second, 
polycystic ovarian disease can present to the derma- 
tologist with variable associations such as ovarian 
. enlargement, sclerotic changes, multiple small or a 
< few large cysts, menstrual irregularities, infertility, 
and obesity.’ Polycystic ovarian disease has been the 
“most common ovarian disorder associated with 

hyperandrogenemia. However, it has also become 
evident that polycystic ovarian disease itself was not 
a single disease, but could be the end result of a 
variety of hypothalamic, pituitary, primary ovarian, 
and even exogenous disorders in which there was 
overproduction of androgens. For example, most 
women with congenital adrenal hyperplasia are 
— found to have polycystic ovaries. Most recently, there 
has been recognition that insulin can be a stimulant 
— of ovarian stromal androgen production in women 
with a syndrome of insulin resistance usually associ- 
< ated with acanthosis nigricans.‘ Although originally 
_ thought to be a rare disorder, more and more subtle 
pasos are being uncovered with the proper diagnostic 

tools: 
-< The normal biosynthetic pathways of the adrenal 
gland-have also been found to have the potential to 
— go awry. Congenital adrenal hyperplasia, once a 
_ disorder purely in the domain of the pediatric endo- 
“erinologist, has crept into the daily parlance of the 
dermatologist as well. We now understand that mild 
— genetic defects in adrenal cortisol biosynthesis can 
result in an accumulation of androgenic precursors 
that are formed during the production of cortisol.’ 
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Such hyperandrogenemia usually presents after 
puberty with insidious hirsutism and/or acne. 
Again, the advent of radioimmunoassays for some of 
the less easily measured steroid hormones such as 
17a-hydroxyprogesterone and 17o-hydroxypregne- 
nolone following stimulation by adrenocorticotropin 
(ACTH) has made diagnosis of these disorders possi- 
ble. It has recently become evident that there are 
also physiologic differences in androgen biosynthetic 
capabilities of the adrenal glands of some young 
women such that they overproduce androgens in 
response to stressful stimulation by ACTH. These 
young women with so-called exaggerated adrenarche 
may, indeed, form the largest group of patients with 
mild to moderate hirsutism and acne with an adrenal 
source for their hyperandrogenemia.’ 

Thus, most investigators, as well as practitioners, 
now have finally arrived at the point where they feel 
somewhat more comfortable when faced with a 
hirsute patient or a patient with late-onset or resis- 
tant acne. They realize that some evaluation of 
endocrine function should be explored to uncover 
ovarian and/or adrenal causes of this problem. In 
fact, using direct venous catheterization in 60 hirsute 
women, 27% were found to have ovarian, 12% were 
found to have adrenal, and 41% were found to have 
combined sources of androgens.’ Twenty percent, 
thus, had no evidence of hyperandrogenemia. 

Interestingly, however, we, as dermatologists, are 
again being challenged and stimulated by a third 
“endocrine” organ: the skin. We have come back to 
the understanding of “end-organ hypersensitivity” 
as another explanation for androgen-dependent acne 
and hirsutism. There still remains a group of 
patients, despite our most sophisticated plasma hor- 
mone tests, who do not fall into any category of 
hyperandrogenemia. Up to this time, the tools with 
which to study metabolism of androgens have been 
insufficient, and we have labeled all of our patients 
in whom we could not find any endocrine abnormal- 
ity as “idiopathic.” The article by Reingold and 
Rosenfield’ in this issue of the ARCHIVES begins to 
address, from a clinical perspective, the problem of 
excessive cutaneous metabolism of androgens as a 
factor in hirsutism and acne. They studied 62 healthy 
women aged 18 to 21 years with mild to moderate 
hirsutism and acne. This group probably has the 
highest incidence of these disorders and, yet, has 
been the least studied. These workers found marked 
variability in plasma androgen levels with very poor 
linear correlation of hormone levels and clinical 
status. However, if they looked at their overall data, 
they were able to detect a trend: patients with more 
severe hirsutism had higher levels of free testoster- 
one and, on the other hand, higher levels of free 
testosterone were more often associated with severe 
hirsutism. However, within each subgroup, there 
were patients who just did not fit the model. What 
could account for the lack of correlation between 
hormone levels and acne? Obviously, one can postu- 
late multiple other factors in the pathogenesis of 
hirsutism and, especially, of acne that are not andro- 
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gen related. Second, one could postulate that a single 
‘measurement of plasma testosterone levels may not 
be reflective of the overall androgen status of the 

patient and, although an integrated 24-hour andro- 
gen overproduction may be present, it could be 
missed in a single blood sample. On the other hand, 
the authors do give us good food for thought about 
variable local androgen interaction with the pilose- 
baceous gland. 

There has been other, recent work on cutaneous 
metabolism of androgens approached from a some- 
what different perspective. Briefly, it is well known 
that testosterone enters cells and is taken up by a 
cytosol receptor. Testosterone can also first be 
metabolized to a more potent androgen, dihydrotes- 
tosterone (DHT), by an enzyme called 5a-reductase. 
5a-Reductase can be viewed as an amplification 
system that increases the potency of a given quantity 
of testosterone. The ability to study the androgen 
metabolism of skin fibroblasts in vitro has revealed, 
in two different laboratories, that androgen recep- 
tors within genital skin of hirsute women, normal 
women, and men are absolutely identical.” Howev- 
er, two separate groups of investigators have now 
clearly demonstrated that 5a-reductase levels in 
genital skin are higher in hirsute women than they 
are in normal women and that these levels are 
‘intermediate between normal women and men./""”" Is 
elevated 5a-reductase a genetically inherited charac- 
teristic of the individual? This is one possible expla- 
nation. However, it has also been shown that DHT 
tself can increase the intracellular levels of 5a- 
< reductase." Thus, a hyperandrogenic patient may be 
— more likely to develop hirsutism than the actual level 

of plasma androgen would indicate. Not only can 

-Ba-reductase be increased by DHT, but it can be 
decreased by androgen cytosol-receptor antagonists 
such as cyproterone acetate” or spironolactone.” 

In summary, we are now at a threshold of under- 
standing more about the mechanism of action of 
androgens in hirsutism. With the data accumulated 
by Reingold and Rosenfield’ showing that approxi- 
mately half of the young women with mild cases of 

hirsutism and a third of the women with minor acne 
will have hyperandrogenemia (these presumably of 
ovarian or adrenal origin), we are stimulated to focus 
as well on the other half and two thirds, respectively, 
and wonder what is going on within their skin. 

We have again come full circle. Just as we learned 
to appreciate that it was neither the ovary nor the 
adrenal gland but an interactive combination of the 
two that could underlie elevated plasma androgen 
levels, we now must realize that, on the cellular level, 
elevated androgen levels and increased skin metabo- 
lism of androgens are not mutually exclusive; rather, 
it is a combination and interaction of circulating 
steroids and their metabolism that modulates hair 
growth and/or sebum production. As dermatologists, 
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we are in the best position to investigate skin- 
interactions with androgens. Clinically, we are faced — 
nearly every day with patients who could benefit 
from appropriate antiandrogenic therapy. Our hope 
is that articles such as the one by Reingold and 
Rosenfield’ will encourage overall interest in the skin 
as an endocrine organ and, thus, to encourage devel- _ 
opment of safe and effective antiandrogens geared to. 
the microenvironment of the skin. 
ANNE W. Lucky, MD 
Department of Dermatology 
University of Cincinnati School 
of Medicine and the Children’s 
Hospital Medical Center 
Cincinnati, OH 45229 
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ə A detailed case control study was carried out on 53 
‘patients (33 males and 20 females) with histologically 
proven ‘mycosis fungoides and on an age- and sex- 
matched control population. Possible causative factors 
investigated included occupation, recreation, and expo- 
ure to petrochemicals, pesticides, insecticides, and 
potential carcinogens. Exposure to plants of the Com- 
positae family, tanning history, and chronic sun exposure 
‘were also investigated, as were smoking history, drug 
ngestion history, and other skin disease. Personal and 
family histories of other malignancies were also investi- 
“gated. The only statistically significant difference to 
emerge was that the patients with mycosis fungoides had 
significantly more family history of atopic dermatitis. in 
= view of the absence of any significant difference 
= between patients and controls with regard to personal 
history of atopic dermatitis, this difference may be the 
/ result of multiple statistical testing rather than a phenom- 
< cenon of true biological significance. 

(Arch Dermatol 1987;123:196-200) 


: Dir the current interest in the role of retrovi- 
: ruses, particularly human T-cell lymphotropic 
virus (HTLV) type 1, in the cause of human lympho- 
mas, intensive search for the presence of HTLV-1 in 
_ patients with cutaneous T-cell lymphomas of the 
_ mycosis fungoides (MF) type has yielded positive 
results in only a very small number of patients, 
usually those with advanced disease or with a high 
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_A Case-Control Study of Possible Causative 
Factors in Mycosis Fungoides 


— Evert Tuyp, MD, Audrey Burgoyne, Thomas Aitchison, Rona MacKie, MD 





Table 1.—Clinical Type of Mycosis Fungoides 


No. of No. of 
Male Patients Female Patients 











Limited plaque disease 

(positive histology and 

involvement of € 1006 

body surface) - £ 17 2 13 
Extensive plaque 

disease (positive 

histology and 

involvement of > 1006 

body surface) 9 _3 



























Nodules or ulceration “6 = 3 
Lymph node invoivement 
(histologically proved) 1 1 









Total 





proportion of atypical circulating mononuclear 
cells.'? 

In 1978 and 1979, three publications suggested a 
role for environmental factors in either the cause or 
the prognosis of MF.*** Fischmann et al” reported on 
44 patients with MF entering a National Cancer 
Institute (Bethesda, Md) therapeutic trial. Of these 
patients, 43 had been exposed to potentially carcino- 
genic agents at a time prior to the clinical appear- 
ance of their MF. The agents were diverse, including 
air pollutants, pesticides, solvents, detergents, disin- 
fectants, tobacco, analgesics, and thiazides. Fourteen 
of the 22 patients questioned in this series gave a 
history of recurrent herpes simplex labialis: 
No control group of individuals without MF was 
included in this study. 

A second group, studied by Greene et al,‘ included 
211 patients with histologically proven MF, selected 
from a possible 429 patients in the MF cooperative 
group. This work suggested that MF patients had a 
high frequency of allergies, fungal and viral infec- 
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Item 


Table 2.—hems Included in the Questionnaire 





Reason for inclusion 





_ Lifetime occupational history 


Exposure to possible carcinogens and to chemicals; manufacturing: 
and construction association claimed in six cases 





"Lifetime recreational history 


Exposure to possible carcinogens and to chemicals 





i Specific enquiry about exposure to petrochemicals, pesticides, 
insecticides, garden or agricultural chemicals, epoxy resins, 
radiation, roentgen rays, and radioactive materials 


Exposure to possible carcinogens and to chemicals; positive 
relationship between these and MF suggested in three cases 





Exposure to plants of the Compositae family 


Repeated positive patch tests to Compositae extract in patients 
with photosensitivity, dermatitis, actinic reticuloid10 





Smoking history 


Exposure to recognized carcinogens 





Skin type with regard to suntan; history of severe sunburn; history 
of drug-induced photosensitivity; history of drug ingestion 
(hypnotics, diuretics, corticosteroids, nonsteroidal 
anti-inflammatories, oral contraceptives and exogenous 
estrogens) 


Possible ultraviolet radiation modulated changes in epidermal cells 
(including Langerhans’ cells); association postulated in three 
cases 





Personal history of other skin disease (atopic dermatitis, contact 
dermatitis, viral and fungal skin disease); basa! cell carcinoma; 
squamous cell carcinoma; malignant melanoma 


Antigen persistence theory''; increased incidence quoted in four 
cases; indirect evidence of sun damage 





Family history of atopy (atopic dermatitis, asthma, allergic rhinitis) 


Atopic background as a possible predisposing factor; evidence of 
elevated serum IgE levels in a number of patients11 








Personal history of any other malignancy (solid tumor or 
İymphoma) 





Family history of any type of malignancies in first-degree relatives 


High incidence of Hodgkin's disease quoted in five cases 





Residence outside of United Kingdom for more than one year in 
adult life 


Table 3.—-Estimated Relative Risks and 95% 
Confidence intervals for Variables Studied® 


95% Confidence 
Interval for 
Relative Risk 


Estimated 
Variable 2 Relative Risk 
Exposure to potential 
carcinogens or 
noxious chemicals 
Flant exposure 
___(Compositae) 
Severe sunburn 
Resident abroad for 
‘one year or more 
„ History of viral or 
fungal infections 
Family history of 
atopy 
Family history of 
< malignancies 





0.35-2.88 





0.29-3.49 
0.50-2.32 








41.15-27.96 





0.27-1.37 





0.89- 12.95 





0.23-1.62 





tion, and photosensitivity, and a large number gave a 
"history of employment in the petrochemical, textile, 
metal, and machine industries. Once again, no con- 
trol group of patients without MF was studied. The 
authors also commented on an apparent familial 
aggregation of lymphomas and leukemias. More 
recently, the authors have extended this work and 
reported” on 21 (3.9%) of 526 patients with MF and 
first-degree relatives with lymphoproliferative or 
hemopoietic malignancies. 

In 1978 and 1980, Cohen et al” reported on 59 
patients presenting with MF between 1965 and 1976. 
An unstated number of these patients were inter- 
` viewed personally, and the remainder took part in 
telephone interviews. A control series was included 
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Possible exposure to exotic infectious agents 


Table 4.—Details of Exposure to Chemicals* i ; : 


















































Mycosis 
Fungoides Controt 
Exposure, Exposure, |. 
Chemical No. of Patients No. of Subjects ~ 
Petrochemicals ba 9 
Insecticides / pesticides 7 
Other garden or 
agricultural chemicals 10 
Epoxy resins = 2 





Radiation, roentgen 
rays, radioactive 
materials 


in the study, comprising individuals attending der- _ 
matology clinics. All were interviewed personally. 
They were matched with the patients according to 
sex and race, and according to age to within ten _ 
years. A relative risk of 4.3 was reported for patients — 
with MF in the manufacturing or construction indus- — 
tries, and patients with MF who have an occupation- 
al history including these industries appeared to- 
have a poorer prognosis. 

Against the background of these studies, and in | 
view of the continuing uncertainty about the relative 
contributions to the etiology of MF by retrovirus 
infection, chronic antigen stimulation, and environ- 
mental exposure, we have carried out a case control — 
study. 


PATIENTS AND METHODS 


Fifty-three patients (33 males and 20 females) with both 
clinical and histologic features typical of MF were studied. 
All patients were interviewed personally by one dermatol- 
ogist (E.T.). Histologie features considered essential for _ 
inclusion in this study were the presence of a bandlike- 
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Table 5.—-Past or Present Regular Drug Ingestion 








No. of 






























Patients With 
Mycosis No. of 
Drug Type __ Fungoides Controls 
Hypnotics 19 26 
Diuretics 9 11 
Oral corticosteroids i 3 















































7 
Oral contraceptives l 3 
Other estrogens 3 
Nonsteroidal anti-inflammatories 9 
















infiltrate in the upper dermis composed mainly of lympho- 
“ oytes, and the presence in the overlying epidermis of 
atypical lymphocytes, either singly or in clusters as Pau- 
trier abscesses. No patient was included in the study unless 
these features were observed in at least one skin biopsy 
specimen, however typical the clinical presentation of the 
MF. 

= The 53 patients with MF ranged in age at the time of 
-study from 11 to 82 years, with a mean age of 61 years. The 
“mean age at first clinical presentation was 51 years, and at 
— first histologic diagnosis it was 57 years. A control popula- 
“tion of 53 patients was matched for sex and for age to 
«within five years. The controls were selected from a 
hospital population drawn from the same geographic area 
as the patients with MF. None had a history of malignancy, 
“and only two patients approached refused to participate. 
-< Twenty-two had orthopedic problems, and 31 had ophthal- 
mologie disorders. 

Table 1 illustrates the clinical types of MF in the 
patients studied. A detailed questionnaire was adminis- 
< tered. The contents are itemized in Table 2 with the 
~ rationale for their inclusion. 


STATISTICAL ANALYSIS 


<- The analysis consisted mainly of interval esti- 

mates of the relative risk, and tests of symmetry on 
the matched case controls for each of the categorical 
variables included in the questionnaire.’ An analysis 
to attempt to detect interactions between several of 
the suspected factors was made using the conditional 
maximum logistic regression model of Breslow and 
Day” 

İt should be noted that in this study, to detect a 
relative risk of 4.0 for a single binary risk factor, 
then, assuming that one in five pairs gives discor- 
-dant results, the sample size of 53 yields roughly a 
“power of 0.65 for a significance level (P) of .05 in a 
one-sided test, ie, there is only a moderate chance of 
detecting a sizeable relative risk for a variable such 
-as exposure or nonexposure to a potential risk factor 
-in.a study of this size.” 


RESULTS 


— A list of approximate 95% confidence intervals for 
the appropriate relative risks is given in Table 3. 


Occupation 
— For patients with MF, the occupation in the ten- 


- year period prior to first clinical evidence of MF was 
-- analyzed. For controls, the occupation performed for 
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Table 6.—Personai Pastor Present Affliction With Other 
Skin Disease and Family History of Atopy 









No. of Mycosis No. of 


























































Disease E Fungoides Cases Controls 

Atopic dermatitis 2 1 
Asthma or rhinitis = 2 3 
Psoriasis 6.0... 1 
Contact dermatitis (patch 

test proved) ə) 1 2 
Photosensitivity of any type f 0 əə 
Cutaneous adverse drug 

reaction 5 7 
Positive family history FS ““NvqUQUOU QU O U X C X XCXOXVX —.., 

atopic eczema Əə əəə o Ələ ES 2° 
Positive family history of 

allergic rhinitis the oan 6 
Positive family history of 

asthma E 9 6 
VVarts after the age of 20 

years m 7 10 
Recurrent herpes simplex __ 20 28 
Proved persistent fungal 

infection 


*2 log e A(X) = 4.818, ie, significant at the 1% level. 


the majority of the working life and in all cases for 
longer than ten years was analyzed. Twenty-four 


patients (45%) and 26 controls (49%) had been in . 


occupations classified as manual in the occupation 
code list of the Registrar General, A more detailed 
analysis was then carried out, comparing all occupa- 
tions held by patients or controls for more than one 
year. No significant difference in occupational activ- 
ities emerged, and, in particular, the patients with 
MF were not over-represented in industrial occupa- 
tions. 


Analysis of Recreational Activities 


A wide range of recreational activities was re- 
ported by both patients and control subjects. No 
obvious or significant difference was seen with 
regard to leisure occupations and exposure to poten- 
tial carcinogens in these occupations. 


Exposure to Potential Carcinogens 
or Noxious Chemicals 


These are itemized in Table 4. 

Exposure in both occupational and recreational 
activities was sought. This history was confined to 
the period prior to onset of clinical evidence sugges- 
tive of MF. Twenty-one (89%) of patients with MF 
gave a positive history of exposure to one or more of 
the items listed, as did 26 (49%) of control subjects. 
Details of duration and intensity of exposure were 
sought, and both groups gave similar histories in this 
respect. Details of tests of chemicals and duration of 
exposure are shown in Table 4. Formal tests of 
symmetry confirmed the lack of significant differ- 
ences in these findings. 
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Plant Exposure, Particulariy 
to the Compositae Family 


Four patients with MF and four control subjects 
gave a history of exposure in the past to plants of the 
Compositae family. This difference is not signifi- 
cant. 


Smoking Habits 


In the MF group, 18 patients were smokers, 15 
were nonsmokers, and 20 were former smokers. In 
the control group, 17 were smokers, 17 were non- 
smokers, and 19 were former smokers. Once again, 
formal testing revealed no significant difference. 
Subdivision of smokers into heavy, medium, and 
light smokers yielded subgroups too small to be of 
value in submission to formal statistical testing. 


Skin Type in Relation to Sun Exposure and Burning 


m the MF group, nine patients had skin type 1, 
twenty-one had skin type 2, sixteen had skin type 3, 
and seven had skin type 4. For the control subjects 
the distribution was skin type 1, eleven subjects; skin 
type 2, twenty-two subjects; skin type 3, seventeen 
subjects; and skin type 4, four subjects. Formal 
statistical testing confirmed that skin type was not 
significantly related to the presence or absence of 
MF, and once again further subdivision of the cases 
yielded groups too small to give a meaningful result 
on statistical analysis. 


Episodes of Past Severe Sunburn 


Twenty-three patients with MF and 19 controls 
gave a positive history of severe sunburn lasting one 
week or longer. Once again this difference between 
patients and control subjects is nonsignificant. 


Residence Abroad for One Year or Longer 


Twelve patients with MF and seven control 
patients gave a history of living outside of the United 
Kingdom for a year or longer since the age of 25 
years. Formal testing showed this difference to be 
insignificant. 


Drug History 


A history was sought of exposure to diuretics, 
hypnotics, oral corticosteroids, nonsteroidal anti- 
inflammatories, oral contraceptives, and other estro- 
gens. The positive responses in the patients with MF 
and in the controls are shown in Table 5. Formal 
testing revealed no significant difference between 
drug history in patients and controls. 


History of Viral or Fungal Skin Infections 


These were sought prior to the onset of clinical 
evidence suggestive of MF. Seven patients with MF 
(13%) and ten control subjects (19% ) reported hav- 
ing persistent warts after the age of 20 years. Twenty 
patients with MF (38%) and 28 control subjects 
(58%) gave a history of recurrent herpes simplex 
. labialis. Four patients with MF and one control 

-subject had mycologically proven persistent fungal 
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infection. Formal testing confirmed the lack of sta- 
tistical significance in any of the above findings. __ 
Personal History of Other Skin Diseases : 


These are indicated in Table 6. None of the differ- 
ences between patients with MF and control subjects 
were significant. In particular there was no positive — 
association between a personal history or present 
condition of atopic dermatitis and MF. 


Family History of Atopy 
(Atopic Eczema, Allergic Rhinitis, and Asthma) 


Nine patients with MF gave a positive family | 
history of both atopic eczema and asthma, and seven 
gave a positive family history of allergic rhinitis. In 
the control group, two had a positive family history 
of atopic eczema, six of asthma, and four of allergic © 
rhinitis. Formal tests of symmetry showed a positive 
association between a family history of atopic ecze- 
ma and the presence of MF. 


Personal History of Malignancy Other Than MF 


This was present in one patient with MF and three ` 
control subjects. The patient with MF had breast 
cancer, and one control subject had breast cancer, ` 
and two had basal cell carcinoma. 


Family History of Malignancies 


Thirteen patients (24.5% ) had a positive history of © 
malignancy in first-degree relatives (father, sister, 
or sibling). Of the patients with MF, four had one ` 
affected parent and two patients with MF reported — 
both parents suffering from malignancy. In the” 
control group, 15 individuals (28.3%) had a positive © 
family history of malignancy in first-degree rela- 
tives with ten (19%) reporting one affected parent — 


and one reporting both parents affected. Analysis of _ 


tumor types confirmed the lack of any statistically 
significant association between MF and a family- 
history of any type of malignancy, including leuke- 
mia and lymphoma. s 


COMMENT 


In the multiple comparisons carried out in this 
study, only one item emerged as being statistically 
significantly associated with the presence of MF. 
This was a positive family history of atopic dermati- — 
tis. In view of the multiple statistical tests carried 
out on these data, it is quite possible that this result 
is a chance association that emerged as a result of 
multiple testing. The fact that there is no significant 
difference between the patients and the control 
subjects with regard to a personal history or present: 
condition of atopic dermatitis lends support to this: 
interpretation of the data. This study fails to con- 
firm the suggested associations made in the earlier 
articles by Fischmann et al’ and Greene et al,‘ and 
illustrates the vital importance of an appropriate 
control group for any epidemiologic study. It is clear 
from our study that exposure to chemicals and 
possible carcinogens is extremely common in modern 
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conclusions could be drawn from questioning only 
— affected patients. 
It is of interest that our study also fails to confirm 
: the occupational hazard reported by Cohen et al,” 
< whose study did, in fact, include a control series. It 
may be of importance in this respect that the Yale 
_ study did not involve personal interviewing of all 
_ patients, but that a number responded only to tele- 
_ phone interviews. This might explain the discrepan- 
cy between our findings and those of Cohen et al, or, 
alternatively, the discrepancy may be due to differ- 
~ ences in the populations studied between the eastern 
. United States and Scotland. 
In studies of this type it is always important to 
guard against selection bias in the population 
studied. The only elements of patient selection in our 
study were that the patients were alive to be inter- 
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life, and without a control group quite inappropriate 








viewed personally, and that at least one skin biopsy 
result was histologically diagnostic, rather than 
merely suggestive, of MF. Fifty-one patients who 
first presented with MF in the time period selected 
had died, ten of MF, and a further 13 were excluded 
on the grounds of nondiagnostic histology. This may 
have biased our study slightly in favor of less severe 
cases of MF. None of the other studies cited give this 
type of information. 

Our results therefore suggest that the environ- 
mental factors studied play no part in the cause of 
MF, and further, that in this series there is not a 
significant clustering of other malignancies in rela- 
tives of patients affected with MF. It will be of 
interest over the next few years to see whether or not 
anew member of the HTLV family is incriminated in 
the cause of this intriguing condition. 
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Isotretinoin and Cutaneous Helper 


: T-Cell Lymphoma (Mycosis Fungoides) 


John F. Kessler, MD; Stephen E. Jones, MD, Norman Levine, MD; 
Peter J. Lynch, MD: Ann Rohman Booth, RN; Frank L. Meyskens, Jr, MD 


è Retinoids, including isotretinoin, have demonstrated 
antiproliferative and antineoplastic activity in laboratory 
and clinical trials. In a phase İl trial, 25 patients with 
extensive mycosis fungoides were evaluated for 
response to isotretinoin. There was a 44% (11 patients) 
objective clinical response rate with three clinical com- 
plete responses without concomitant evidence of patho- 
logic clearing of “he disease. An additional 24% (six 
patients) showed a minor degree of clinical improvement. 
The median time ta response was two months (range, 0.5 
to eight months) and the median response duration was 
eight months or lorger (range, one to 25 months). Chron- 
ic toxic reactions consisted primarily of drying of the skin 
and mucous membranes and resulted in dose reduction in 
the majority of patients. It is concluded that isotretinoin 
produces significent clinical benefit to some patients 
with mycosis fungoides. 

(Arch Dermatol 1987; 123:201-204) 





ae Mor A anc its analogues, the retinoids, have 
" demonstrated antiproliferative activity in a 
number of malignant and premalignant conditions. 
In the laboratory, these agents can block phenotypic 
cell transformation induced by radiation, chemical 
agents, and growth factors.“ Additionally, they have 
induced cellular maturation in promyelocytic leuke- 
mia and neuroblastoma cells in culture® and have 
demonstrated the capability to modulate a number 
of immunologic functions, particularly cell-mediated 
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eytotoxicity."" These promising features have 
prompted clinical evaluation of these compounds in a 
variety of cancerous and precancerous lesions as well 
as in benign proliferative disorders. 





For editorial comment see p 189. 





Mycosis fungoides is an indolent cutaneous T-cell 
lymphoma for which a number of partially success- 
ful treatments have been used, including electron 
beam irradiation to the skin surface, topical mech- 
lorethamine, and oral methoxsalen plus ultraviolet A 
light (PUVA). We have previously reported our 
experience with isotretinoin in a broad phase II 
anticancer trial that included four patients with 
mycosis fungoides, all of whom achieved an objective 
response.” Because of this encouraging initial experi- 
ence, we have treated 21 additional patients with 
mycosis fungoides. In our total group there were | 
three complete responses and eight additional par- 
tial responses. 


PATIENTS AND METHODS 


Patients with clinically and histologically documented | 
mycosis fungoides or Sézary syndrome were eligible. 
Pathologic evaluation included light microscopy, electron 
microscopy, and immunopathologic study (indirect immu- 
nofluorescence with OKT3, OKT4, and OKT8) of skin 
biopsy specimens (performed by N.L. or P.J.L.). All biop- 
sies were performed and specimens reviewed by University _ 


of Arizona (Tucson) pathologists. All patients were- 


required to have at least advanced plaque stage disease 


(Committee on Staging and Classification of Cutaneous. . 


T-Cell Lymphomas, skin stage T2 or greater).” No exclu- 
sions were made for lymph node or visceral involvement, ` 
previous treatment, or reduced performance status. 
Informed consent was obtained in all cases in a protocol 
approved by the University of Arizona Institutional 
Review Board. 

Patient evaluation included a history and physical. 


isotretinoin-——Kessier et.al 201 5 








Table 1.—Characteristics of Patients* With 
Mycosis Fungoides Treated With Isotretinoin 


Characteristics No. (%) 





Stage 
Skin 
Plaques (T2) 
Nodules (T3) 
Erythroderma (T4) 
Adenopathy 
Present 


Absent 
Visceral involvement 
Blood involvement 


Prior treatment 
None 3 (12%) 


Topical steroids 20 (80%) 
Prednisone 8 (32%) 


Topical mechlorethamine 
carmustine 


PUVAt 

Electron beam radiation therapy 
Systemic chemotherapy 

23 modalities 


15 (64%) 
3 (12%) 
7 (27%) 











10 (40%) 
15 (64%) 
O (0%) 
5 (20%) 























7 (28%) 
7 (28%) 
8 (32%) 
9 (36%) 
10 (40%) 














*The mean age of the patients was 65 years (range, 42 to 93 years). 
There were 18 male and seven female patients. 
TPUVA indicates oral methoxsalen plus ultraviolet A light. 


examination, complete blood cell count and differential cell 
count, examination of the buffy coat by light microscopy 
for Sézary cells, routine fasting blood chemistry studies 
and lipid profile, retinoid blood levels, color photographs of 
skin involvement, and a baseline toxic reaction evaluation. 
Appropriate roentgenograms and scans were obtained only 
for suspected visceral involvement. Follow-up of patients 
was generally at monthly intervals. 

In the first 16 patients, treatment consisted of isotreti- 
noin initiated at a dose of 2 mg/kg/d orally in single or 
divided doses. Reduction in dose was allowed in accordance 
with previously published toxicity scales.“ Subsequent 
patients were started at lower doses (1.0 mg/kg/d). Treat- 
ment was continued until disease progression or intolera- 
ble toxic reactions ensued. Response durations were calcu- 
lated from the time of initial response. The clinical response 
criteria were as follows: A complete clinical response (CCR) 
was defined as complete disappearance of all lesions lasting 
at least four weeks. In those patients achieving a CCR, a 
biopsy specimen of the previously most-involved areas was 
obtained one month following a clinical complete remission. 
A partial response (CPR) was at least a 50% decrease in 
assessable lesions that lasted at least four weeks, while a 
minor response involved definite improvement but less 
than a CPR. Disease progression was characterized by the 
unequivocal appearance of new lesions or a greater than 
25% increase in size of the old lesions. 


RESULTS 


Twenty-eight patients were entered in the study. 
Three were rendered ineligible because of a lack of 
follow-up information (one patient) or because of 
being reclassified on review as having the more 
aggressive entity, peripheral T-cell lymphoma (two 
patients). These two patients developed early viscer- 
al involvement and died shortly thereafter. The 
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Sixty-two-year-old man with extensive plaque-stage mycosis 
fungoides over his entire body (his face was spared). Repre- 
sentative baseline photographs of his legs are shown at left. He 
was started on a regimen of isotretinoin, 1 mg/kg/d, and 
partial clinical response was noted after five months of therapy 
(center). Although his skin lesions subsequently completely 
cleared and clinical complete response was obtained (as 
represented in photograph at right), biopsy specimen of previ- 
ously involved skin revealed residual atypical lymphocytes. His 
clinical response continues with low-dose (10 mg daily) main- 
tenance isotretinoin therapy for more than 21 months. 


characteristics of the 25 assessable patients are 
shown in Table 1. The mean age was 65 years, with a 
range of 39 to 93 years. Eighteen patients were male 
and seven were female. Skin involvement included 
advanced plaques composed of more than 10% of the 
skin surface in 15 patients, tumor nodules in three 
patients, and erythroderma in seven patients. Palpa- 
ble adenopathy was present in ten patients: four of 
these had lymph nodes that were soft and small. Two 
patients underwent lymph node biopsy and speci- 
mens from both revealed involvement with atypical 
lymphocytes consistent with mycosis fungoides. No 
patient had detectable visceral involvement. Blood 
involvement with Sézary cells was found in five 
patients, with greater than 5% of circulating lym- 


phocytes in three patients. Seven patients had ™ 


received one prior treatment modality, six individu- 
als had received two, and ten had been treated with 
three or more modalities. Two patients had not 
received prior treatment. 

There were 11 (44% ) objective clinical responses to 
isotretinoin. An example of an objective clinical 
response is shown in the Figure and described in the 
legend. Three CCRs were noted with total disappear- 
ance of all visible skin lesions; however, random skin 
biopsy specimens of previously involved skin 
revealed residual atypical lymphocytes in the epider- 
mis. Eight patients achieved CPRs. Objective 
responses occurred with advanced plaques (seven 
[43% ] of 15) and with erythroderma (four of seven) 
but not with tumor nodules (T3) (zero of three). 
There were three responses noted among the nine 
patients who had received three or more prior treat- 
ments. Palpable adenopathy improved in the three 
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responders with palpable nodes; however, two of 


these patients had small soft nodes, and the third 
had no residual adenopathy following biopsy. 

— In addition te the 11 patients with significant 
responses, there were six patients with minor 
responses. The improvement in these latter patients 
was characterized by reduction in pruritus and a 
decrease in the degree of plaque infiltration but with 
minor change in plaque area. Seven patients had no 
response to the retinoid. 

The time from initiation of treatment to clinical 
response (CCR and CPR) ranged from two weeks to 
eight months, with a median of two months. The 
median duration of response (CCR and CPR) was 
more than eight months, with a range of one to 25 
months. Patients continued to receive isotretinoin as 
long as stabilization or response was clinically evi- 
dent. 





TOXIC REACTIONS 


The toxic reactions that were encountered are 
shown in Table 2. Most problems involved drying of 
the skin and mucous membranes and were usually 
controlled with emollients or reductions of the reti- 
noid dose. Additional effects included mild to moder- 
ate fatigue, arthralgias, myalgias, minor mental 
status changes (usually irritability), and mild to 
moderate headache. 

The only laboratory change detected was in the 
fasting serum triglyceride levels that occurred early 
in the treatment course. The mean baseline triglyc- 
eride level was 205 mg/dL (2.31 mmol/L) (range, 89 
to 395 mg/dL [1.00 to 4.46 mmol/L]) and the mean 
peak triglyceride level with treatment was 463 mg/ 
dL (5.23 mmol/L) (range, 151 to 1485 mg/dL [1.70 to 
16.77 mmol/L]). Posttreatment levels returned 
promptly to baseline at 172 mg/dL (1.94 mmol/L) 
(range, 90 to 285 mg/dL [1.02 to 3.22 mmol/L). 
Individuals with initially elevated triglyceride levels 
experienced the largest changes. No symptomatic 
hypertriglyceridemia was encountered. There were 
no treatment-related changes in cholesterol level, 
liver enzymes, or renal function. One patient’s serum 
creatinine concentration increased with treatment 
but was best ascribed to her underlying renal dis- 
ease. No hematologic toxic reactions were encoun- 
tered. 

Dosage adjustments were needed in most patients, 
usually due to skin and mucous membrane dryness or 
fasting hypertriglyceridemia. Of the 16 patients 
starting treatment with 2 mg/kg/d, 14 patients 
required dose reductions (usually to about 1 mg/ 
kg/d), 12 for mucous cutaneous side effects and two 
for markedly elevated hypertriglyceridemia. One 
patient tolerated an increase in dose to 3 mg/kg/d. 
Of six patients starting treatment with less than 2 
mg/kg/d, two patients required dose reductions and 
two tolerated increases. Responses were seen at all 
dose levels whether initiated at 2 mg/kg/d or less. 
Sustained responses as long as 15 months or more 
have been noted with doses as low as 10 to 20 mg 
daily in several patients whose plaques cleared at 
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Table 2.—Side Effects in 25 Patients Treated 
With Isotretinoin 


Percent of Patients 
—————-—————— 























Toxic Reaction Mild Moderate Severe 
Dry skin _ 36 36 20 
Cheilosis 32 28 0 
Conjunctivitis 20 36 0 
Fatigue 16 12 8 
Arthralgia / myalgia 20 8 8 
Mental status change 16 8 0 
Headache 20 0 





higher doses but who were unable to tolerate these 
higher levels because of continued cutaneous toxic 
reactions. 


COMMENT 


We have demonstrated that isotretinoin produces 
an objective clinical response rate of 44% (11 
patients) with significant improvement in an addi- 
tional 24% (six patients) of patients with mycosis 
fungoides. Similar results have been noted by others 
using this retinoid and other derivatives as well. 
Warrell et al” reported responses in three of seven 
patients treated with isotretinoin, and a report by 
the Scandinavian Mycosis Fungoides Study Group 
described objective responses in 19 of 24 patients 
treated with isotretinoin.” Mahrle et al,” using an 
arotinoid noted CCRs in three of five patients and 
one CPR. Arotinoid responses occurred in the 
plaque- and tumor-stage of the disease but not in one 
patient with Sézary syndrome. Claudy and Rou- 
ehouse" reported improvement in 11 patients with 
parapsoriasis en plaques treated with the ethyl ester 
retinoid derivative (Etretinate).'* Pathologically, 
they noted clearing of intraepidermal infiltrates, 
including Pautrier microabscesses. These studies 
and our report substantiate that retinoids can sup- 
press or reverse the clinical manifestations of myco- 
sis fungoides. 

As has been found with other dermatologic condi- 
tions, different retinoids may exhibit different 
degrees of activity in the treatment of specific dis- 
eases. A large number of retinoids have been 
developed using laboratory systems, many of which 
exhibit more favorable therapeutic indexes than 
isotretinoin. It remains to be determined whether 
isotretinoin is the most active retinoid in mycosis 
fungoides. 

Retinoid treatment should probably not supplant 
such standard treatment methods as electron beam 
radiation therapy, a topical nitrogen mustard, or 
PUVA, as these have resulted in long-term disease 
control. The majority of patients relapse and 
require further therapy, however, and retinoids may 
be a relatively nontoxic, relatively effective alterna- 
tive. Cytotoxic therapy, while demonstrating activity 
in this disease, is accompanied by considerable 
potentially debilitating or even life-threatening toxic 
reactions and is not considered curative.” 
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Other therapeutic strategies should also be- 
explored. Combinations of retinoids with interferon, 
an active agent for the treatment of mycosis fun- 
goides,” would be plausible, perhaps allowing dose 
-reductions of both agents. Additionally, the use of 
retinoids in patients at high risk of relapse following 
electron beam radiation therapy (ie, advanced dis- 
_ ease) should be evaluated as a maintenance regimen, 
as has been successfully done with topical mechlore- 
thamine.” 
Isotretinoin produces significant clinical response 
— of mycosis fungoides in heavily pretreated patients. 
_ We recommend a starting dose of 1 mg/kg/d in two 
divided doses. In some cases cutaneous toxic reac- 
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tions from the drug were initially difficult to distin- 


guish from progress or flare of the disease. In such 
situations the dose was decreased by 50% to deter- 
mine the appropriate interpretation. The role of 
isotretinoin in previously untreated patients 
remains to be determined, but we recommend that 
isotretinoin be used after more conventional simple 
measures, such as topical steroids and perhaps 
PUVA, have been exhausted. Alternatively, use of 
isotretinoin with topical steroids may be well worth 
considering. 


This investigation was supported in part by grant CA 27502 
from the National Cancer Institute, National Institutes of Health, 
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Mast Cell Numbers in 
« Diffuse Scleroderma 


Kiyeshi Nishioka, MD; Yoichi Kobayashi, MD; Ichiro Katayama, MD; Chincho Takijiri, MD 


ə Numbers of mast cells were quantitated in the 
lesions of diffuse scleroderma and morphea. Mast cells 
increased and then decreased in number in the papillary 
dermis of diffuse scleroderma. No significant change of 
mast cell numbers was noted in the reticular dermis. Mast 
cells increased in the papillary dermis with fine collagen 
bundles (grade 2 skin of scleroderma) and decreased in 
the papillary dermis with homogeneous collagen bundles 
(grade 3 skin of scleroderma). The total number of cells 

`- increased in the papillary dermis of grade 1 and 2 skin of 
scleroderma and decreased in the grade 3 skin of sclero- 
derma. In morphea a reduced number of mast celis was 
noted in grade 3 lesions. It is suggested that mast cells 
play an important role in fibrotic process of scleroderma 
‘skin. 
(Arch Dermatol 1987; 123:205-208) 





Gpleroderma. is a complex connective tissue disease 
of unknown cause in which development of 

fibroses is prominent in the skin and various other 

organs. Recent findings in rheumatoid arthritis sug- 
gest that mast cells in the synovial membrane 
‘increase in numbers and that products of those cells 
55 «play a critical role in pathogenesis. Evidence has 
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accumulated that mast cells play an important role 
in degradation and accumulation of collagen.** 
Therefore, it is expected that mast cells contribute to 
form lesions in scleroderma. In this study we quanti- 
tated numbers of mast cells in the lesions of sclero- 
derma and found that mast cells increased in the 
early phase and decreased in the late phase of 
scleroderma. 
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MATERIALS AND METHODS 
Skin Specimens 


Skin biopsies were performed on 20 patients with diffuse 
scleroderma whose conditions were diagnosed in. accor- 
dance with American Rheumatism Association criteria’ 
and on 14 patients with morphea. Skin specimens of: 
diffuse scleroderma were mostly obtained from forearms | 
and partly from the dorsa of the hands. Normal skin was: 
obtained mainly from forearms during surgical operation... 
The skin pieces were fixed in 3.7% neutral formaldehyde. 
solution and then processed for staining with hematoxylin- 
eosin, Masson trichrome, and toluidine blue at a pH of 2. 0: 
for the mast cell count. i 


Mast Cell Count 


Mast cells were counted under high magnification’ 
(X400) of a light microscope equipped with a 0.125 x 0.125- 
mm grid. The number of metachromatic cells was counted 
in ten grid fields at every skin level of the specimen, from- 
papillary layer to subcutaneous layer. The total number of 
cells in the grid was also counted. Statistical analyses were. 
performed by Student’s £ test. 


RESULTS 
Histopathological Change of Sclerotic Skin 


The lesional skin of diffuse scleroderma. skin 
showed varying degrees of sclerotic change of. the 
dermal collagen. Gradation was as follows: grade 1, 
edema in both papillary and reticular dermis with 
partial homogenization of collagen bundles in the 
reticular dermis: grade 2, homogenization of collagen — 
bundles in the reticular dermis but not in the papil- 
lary dermis; and grade 3, homogenization of collagen. 
bundles in both papillary and reticular dermis (Fig. 
1). Similar sclerotic changes were also noted. in 
morphea skin. Skin of grades 1 and 2 corresponded 
clinically to edematous or scleroedematous skin and 
that of grade 3 to sclerotic skin. 


Mast Cell Count 


Cells containing metachromatic granules in tolu- 
idine blue-stained sections were counted. In ne rmal 
skin, mast cells were most numerous in 5 upper- 
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Fig 1.—Histologic picture of lesional skin of diffuse scleroderma. A, D, and G indicate edema in papillary dermis 
(grade 1), B, E, and H, fine collagen bundles in papillary layer (grade 2); and C, F, and |, homogenization of 


collagen bundles in papillary layer (grade 3). Arrowheads indicate mast cells in G, H, and | (A, B, and C, 
hematoxylin-eosin; D, E, and F, trichrome stain; G, H, and |, toluidine blue stain; original magnification 


X400). 
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Table 1.—Mast Cell Distribution in 
Lesional Skin of Diffuse Scleroderma * 


Grade 


Normal 1 2 

(n 11) {n = 5) {n = 6) 
12.9 + 6.6 10.3 + 6.0 21.6 + 8.51 
856+59 83+ 55 13.3 4.3: 

68+3.7 60+ 4.2 7.7449 

76446 70+ 6.9 6.7 + 4.1 
25 53+ 4.2 9.0 3.9: 

2.4 40+ 17 5.0 4.2 
1.1 2.3 x 1.2) 23+ 271 

2.8 20+ 2.6 oe 3.3 2.7 

452 13+ 2.3 4.8 3.3 

2.9 23+ 4.0 2.7 2.3 

2.2 0.3 + 0.61 2.7 + 2.3 

28 10+ 1.41 3.5 3.7 
3.1 ND** 1.0 1.0# 

2.7 ND 2.0 + 2.6 

2.3 ND 1.3 4 2.3 


Level 
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"Total number of mast cells in ten grid fields at different skin level 
(0.125 mm depth each). 

+.025 > P > .0125. 

$.05 > P > .025. 

§.10 5 P > .08. 

|.005 > P > .0025. 

1.01 > P> .005. 

#.0025 > P > .0005. 

**ND indicates not determined. 


Table 2.—Mast Cell Distribution in 
Lesional Skin of Morphea” 


Grade 


Normal 2 
Level (n = 11) {n = 5) (n = 2) (n = 7) 
1 129+66 100+93 129 67 + 6.6İ 
85459 56+ 3.1 108 63+ 3.1 
72+70 104 4.7 x 3.6 
6.0 + 7.0 53 30+427 
6.4 x 2.6 96 4.4 x 5.0 
T.A £ 5.9 4.1 60+ 4.1 
3.6 + 3.6 0.4 68+ 5.2 
2.4 £ 2.9 4.0 6.3 x 4.8 
7.8 + 3.6 12 36+23 
7.6 + 6.6 07 45437 
3.0 +25. 12 4.8 x 2.2 
2.5 41.7 12 5.3 5 39 
5.3 + 5.1 33 5.3 x 3.9 
2.7 + 3.1 12 27425 
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*Total number of mast celis in ten grid fields at different skin level 
(0.125 mm depth each). 
t.05 > P > .025. 


most layer: 12.9 + 6.6 per ten grid fields (Table 1). 
The next three layers contained about six to nine 
mast cells per ten grid fields. The following nine 
layers below the four upper layers showed distribu- 
tion of around five mast cells per ten grid fields. The 
number of mast cells decreased further in the layers 
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Fig 2.—Mast cell distribution in healthy skin. 


deeper down (Fig 2). Histologically, the uppermost 
two layers corresponded to the papillary dermis and 
the next seven to ten layers to the reticular dermis, 
This distribution pattern of mast cells is similar to 
that described in other publications.’ Distribution of 
mast cells in scleroderma skin is given in Table 1. 
Mast cells were distributed in grade 1 skin of sclero- 
derma similar to those in the normal skin, but the 
number of mast cells decreased in the lower layers 
(levels 7, 11, and 12). Increased numbers of mast cells 
were noted in the papillary dermis of grade 2 skin of 
scleroderma (levels 1 and 2). In contrast, the number 
of mast cells was significantly decreased in the . 
papillary dermis of grade 3 skin of scleroderma (level 
1) (Fig 1). The reticular dermis of grade 2 and 3 skin 
did not show any difference of mast cell distribution 
from the normal skin (Table 1). 

The total number of cells, including endothelial 
cells, in toluidine blue-stained specimens was also 
counted. The uppermost level of normal and grades 1 
through 3 skin of scleroderma contained 140 + 48 
(mean + SD), 144 + 51, 147 + 41, and 107 + 24 cells 
per ten grid fields, respectively. Grade 3 skin of 
scleroderma contained fewer cells than the other 
skins. There was no significant difference in cell 
numbers in the uppermost layer between normal, 
grade 1, and grade 2 skin of scleroderma. The second 
uppermost layer contained 84 + 39, 115 + 16,114 + 
40, and 72 + 20 cells per ten grid fields of normal and 
grades 1 through 3 skin of scleroderma, respective- 
ly. 

In morphea skin no significant difference of mast 
cell distribution was found between normal and 
grade 1 skin of morphea. Grade 3 skin of morphea 
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showed a significantly decreased number of mast 


“cells in the uppermost layer (Table 2). Only two 
specimens with grade 2 skin of morphea were avail- 
able for this study. Their mast cell distribution was 
not different from that of normal skin. 


COMMENT 


Mast cells in scleroderma have been discussed for 
the past decade‘ without any definite conclusion. In 
this study mast cells in the lesions of diffuse sclero- 
derma increased and then decreased in number. This 
“mast cell change was noted in the papillary dermis. 
Although a minor change was observed in the retic- 
— ular dermis, it is difficult to draw any conclusions 
_ because of the change in thickness of the reticular 
dermis in different stages of scleroderma. 
© A similar change of mast cell numbers was noted 
in the lesional skin of morphea, except that there 
was no change in mast cells in grade 2 skin of 
_ morphea. Only two specimens were available for 
study of grade 2 morphea, so that it is far from 
possible to draw any conclusions. Grade 3 skin of 
morphea, however, showed a significant reduction of 
- mast cell numbers in the papillary layer (Table 2). A 
‘similar process for fibrosis may occur in the lesional 
skin of morphea. 

There was no significant difference in the number 
of infiltrated cells in the uppermost layer of the 
dermis except for decreased numbers in grade 3 skin 
-of scleroderma. As those cells consisted mainly of 
- endothelial cells and fibroblasts, reduction of those 
cells in grade 3 skin of scleroderma may correspond 
— to the fibrotic change in papillary dermis. The 
increase in the total number of cells in the second 
uppermost layer of grade 1 and 2 skin of scleroderma 
corresponded to inflammatory cell infiltration in the 
papillary dermis. This infiltration may contribute to 
the increased numbers of mast cells in those grades 
of sclerotic skin.”” Mast cells were identified by their 
metachromatic granules and unilobed nuclei. The 
infiltrated basophils may contribute to the increased 
number of mast cells in this study, although we were 
unable to identify basophils having multilobulated 
nuclei and metachromatic granules in the speci- 
men. 

In 1985, Hawkins et al demonstrated an incre- 
ment of mast cells in skin of scleroderma. Mast cells 
increased in number in the involved skin of early 
scleroderma. The increment was noted in both papil- 
lary and reticular dermis but a reduced number of 
mast cells in the skin of late scleroderma was not 
shown. Mast cells in papillary dermis increased and 
then decreased in number in our study. The number 
in the reticular dermis was not different from that in 
— normal skin. The stage of scleroderma in which mast 

— cell numbers increased in the reticular dermis may 
not be included in our specimens. 

An increased number of mast cells has been 
-reported in the synovial membrane of rheumatoid 


arthritis.» Those mast cells are implicated in joint 


- destruction associated with rheumatoid arthritis. 
Murata et al‘ showed that the number of mast cells 
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increased with advance of liver cirrhosis where 
hydroxyproline and glycosaminoglycans were accu- 
mulated. Mast cells contain many chemical media- 
tors and proteolytic enzymes. Granules in mast cells 
can stimulate collagenase and 8-hexosaminidase 
production by fibroblasts.‘* These enzymes can cause 
destruction of connective tissue. Increased mast cells 
were observed only in the papillary dermis of grade 2 
skin of scleroderma in this study, in which fine 
collagen bundles were observed. Mast cells decreased 
in number in grade 8 skin of scleroderma, whose 
papillary layer was filled with homogeneous collagen 
bundles. A change in mast cell numbers may reflect a 
change in collagen bundles in the papillary layer. 
Collagen bundles in the papillary layer may be 
digested by increased activity of collagenase after 
which collagen accumulation may take place to 
restore the papillary layer. 

In 1985, stimulation of collagen synthesis by hista- 
mine was reported. Histamine released from mast 
cells in the papillary layer of grade 2 skin of sclero- 
derma may stimulate collagen production to produce 
grade 3 skin of scleroderma. Although it is difficult 
now to reach any conclusions about the role of the 
increased number of mast cells, those mast cells 
should play a critical role in the fibrotic process of 
scleroderma. 
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The Relationship of Mild Hirsutism or 


Stewart B. Reingold, MD, Robert L. Rosenfield, MD 


e The relationship in vvomen betvveen mild hirsutism or 
acne to androgen levels has not been vvell-defined. VVe 
investigated this in 62 Caucasian vvomen, aged 18 to 21 
years, by relating these pilosebaceous signs to plasma 
free testosterone (fT), the main circulating determinant 
of plasma androgenicity. V/omen vvith mild hirsutism 
(n = 13) had a significantly elevated fT (12.7 + 5.5, SD, 
pg/mL [44.1 + 19.1 pmol/L]) compared to normal con- 

ş trols (7.4 + 2.7 pg/mL (25.7 + 9.4 pmol/L]), as did 
əə subjects with minor acne (10.7 + 4.25 pg/mL [37.1 + 
“44.7 pmol/L)). The most important finding was the strik- 
ing ‘variability in the relationship between piloseba- 
eous overactivity and fT levels. In mildly hirsute subjects 
‘plasma fT was normal in half of the subjects, and the 
Ez coefficient of variation of plasma fT was about twice 
——yyhat one would expect from individual variability. We 
could not demonstrate correlations among the variables 
ot hirsutism, acne, and plasma fT. On the other hand, 
among 15 women with modest elevations of plasma fT 
levels (up to twofold), 27% had moderate hirsutism, 40% 
-had mild hirsutism, and 33% had none. However, four of 
five of the latter patients (without hirsutism) had acne. 
The relationship of fT to acne severity varied similarly. To 
_ define the interactions between androgens and the pilo- 
r -sebaceous apparatus, we propose a modei in which 
— variation in apparent skin sensitivity and the level of 
— “androgen seem to contribute about equally to the patho- 
‘genesis of mild hirsutism and acne. The clinician should 
‘suspect that hyperandrogenemia will be found in about 
half the women with mild cases of hirsutism, and one third 
with minor acne. 
(Arch Dermatol 1987; 123:209-2 12) 
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Acne in Women to Androgens 


he origin of hirsutism has been debated for many 

years. Prior to the past decade, most cases were 
felt to be due to end-organ hypersensitivity to andro- 
gens, with only a minority demonstrating endocrine 
abnormalities.'? The advent of specific and sensitive 
assays for plasma levels of free testosterone (fT) and © 
other androgens has led to the identification of — 
hyperandrogenemia in most women with moderately - 
severe male-pattern hirsutism’; there are even. 
claims that fT levels are elevated in all of these | 
patients.’ Similarly, circulating androgens were once — 
thought to play little but a permissive role in acne,”” 
until recent studies reported slightly elevated plas- 
ma androgen levels in approximately 50% of women 
with moderate acne” and 80% with severe cystic 
acne." These findings seem inconsistent with the 


-.-——....———..—————.— 
For editorial comment see p 193. 
2.20... 
recognition that the most common hyperandrogenic 
states, polycystic ovary syndrome and mild congeni- 
tal adrenal hyperplasia, may be cryptic; that is, they 
present with minimal or no skin manifestations.”” 
We reasoned that these seeming paradoxes might be 


due to considerable normal individual variability in 


the apparent responsiveness of the pilosebaceous 
unit to plasma androgens. We tested this hypothesis 
by determining whether plasma fT is inordinately 
variable in women with similar amounts of hirsut- 
ism or acne, and whether women with similarly 
elevated plasma fT have different androgenic skin 
manifestations. 


PATIENTS AND METHODS 


Sixty-two subjects were studied from two populations. 
The first consisted of 51 Caucasian female volunteers, aged 
18 to 21 years, who attended the University Health Service. 
at the University of Chicago. These women came to this: 
on-campus health care facility for a variety of medically 


unrelated reasons and were considered to be representa- 


tive of the general population. Women were excluded who 
had received oral contraceptives within three months of 
study, or prednisone within six months and, since testos- 
terone levels may rise at mideycle," who were periovulato- 
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“ry. Because only a small percentage of such a population is 
hirsute or hyperandrogenic, we studied a second popula- 
tion consisting of 11 Caucasian females of the same age 
range referred to the Pediatric Endocrinology Clinic spe- 
cifically for evaluation of hirsutism. 

The study was approved by the Clinical Investigation 
Committee of the University of Chicago and informed 
consent was obtained from each subject. 


Protocol 


Hirsutism was defined according to the criteria of 

_. Ferriman and Gallwey,” and Hatch et al” who graded nine 

< hormone-sensitive body areas from 0 to 4. Scores of less 

“than 8 were considered nonhirsute”, 8 to 16, mild hirsut- 
ism; and 17 to 25, moderate hirsutism; no severely hirsute 
or virilized patients were seen. Acne was scored by a 

-> modified Pillsbury method” for face and/or trunk as 

- absent, minor (I, 1 to 9 comedones), mild (II, 10 to 19 
comedones), or moderate (III, >20 + inflammation). If the 
subjects had undergone prior treatment (eg, depilation of 
hair), grading of treated areas was based on self-assess- 
ment after discussion and illustration of the scoring 

“system. Hirsutism and acne scores were assigned before 
hormonal testing was carried out. Normal women were 
defined by a history of normal menses and the absence of 

hirsutism, acne, and obesity” on examination. 

-o A single venous blood sample was drawn to determine 
plasma total and fT and dehydroepiandrosterone sulfate 
(DHAS) levels. The hirsute patients with normal fT and 
DHAS levels also had assays performed for total and free 
dihydrotestosterone (DHT), androstenediol, and andros- 
tenedione. Steroids were measured by radioimmunoassay 
and competitive protein binding methods as previously 

` described.” The fT assay has a coefficient of variation of 
8.0%, and the precision of the other assays is similar. 
Samples were obtained at the time of initial presentation 
between 10 am and 4 pM, regardless of point in the 
menstrual cycle, except to exclude periovulatory values 
confirmed by blood levels of estradiol, luteinizing hor- 
mone,” and progesterone.” 


Statistical Methods 


Statistical analysis was performed using the Mini- 
tab Program on the University of Chicago DEC 2060 
computer.” Multiple linear regression analysis and 
Student’s ¢ tests were performed separately on each 
population, the data for each of which were normally 
dist-ibuted. The P values are two-tailed. 


RESULTS 


Women with mild hirsutism (n = 13) had a signif- 
icantly elevated (P < .05) plasma fT level (12.7 + 5.5, 
SD, pg/mL [44 + 19 pmol/L)) compared to normal 
women (7.4 + 2.7 pg/mL [25.7 + 9.4 pmol/L)). There 
was. considerable variability among the mildly hir- 

-sute patients: the coefficient of variation of their 
plasma fT level was 43%, and plasma fT levels were 
— elevated in only half of the women (Fig 1). The four 
moderately hirsute patients observed in this study 
each had an increased fT level. Nevertheless, the 
correlation between plasma fT levels and hirsutism 
was poor over this range of observations, whether 

-the two study populations were considered separate- 
ly or together. 

Among the 15 subjects with elevated plasma fT 
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Fig 1.—Relationship between hirsutism score and plasma free 
testosterone (fT) concentration. Dotted line shows upper limits 
of normal (mean +2 SD) for fT and hirsutism score. To convert 
testosterone level in picograms per milliliter to picomoles per 
liter, multiply by 3.47. Plus sign indicates presence of acne; 
minus sign, absence of acne. 


levels it can be seen that all possible combinations of 
findings were observed (Fig 1): five subjects had 
hirsutism alone, five had hirsutism and acne, four 
had mild acne alone, and one had neither. Hirsutism 
varied from mild, in 40% of subjects to moderate in 
27%. A similarly wide variability in skin manifesta- 
tions was found in those women with a normal 
plasma fT level. One of the patients with hirsutism 
and a normal fT level had an elevation of another 
plasma androgen, plasma free dihydrotestosterone 
(24.7 pg/mL [85.2 pmol/L]; normal, 6 to 23 pg/mL 
[20.7 to 79.4 pmol/L). 

In the 21 patients who had minor acne without 
hirsutism, four had an elevated plasma fT level, and 
three, an elevated plasma DHAS concentration (404 
to 590 ug/dL [14.0 to 20.5 nmol/L], normal 37 to 388 
ug/dL [1.3 to 13.5 umol/L]). Among the subjects with 
minor acne, mean plasma fT levels were elevated 
among the nonobese subgroup (n = 14; 10.7 + 4.25 
pg/mL [87.1 + 14.7 pmol/L], P € .05). We did not 
find a significant elevation of plasma fT levels in the 
eight women with more severe (mild to moderate) 
acne without hirsutism. Acne score did not correlate 
with plasma fT levels. No correlations were observed 
among hirsutism score, acne score, body weight, or 
DHAS. 


COMMENT 


This study documents in two ways that much of 
the variability in hirsutism is unrelated to the 
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plasma androgens. First, the coefficient of variation 
of the plasma fT levels in mildly hirsute women was 
4396. This is about twice as high as expected from our 
studies of the variability of plasma fT levels within 
normal individuals during the day (14% ),” or during 
the menstrual cycle (24% ).“ This suggests that about 
half of the variability in hirsutism is unrelated to the 
plasma fT levels. Second, women with modest eleva- 
tions of the plasma fT concentration (up to twice the 
upper limit of normal) had variable amounts of 
hirsutism: some had none (33%), some mild (40%), 
and others, moderately severe hirsutism (27% ). Fur- 
thermore, acne was a variably expressed manifesta- 
tion of hyperandrogenemia: in four patients minor 
acne was the only manifestation of an elevated 
plasma fT level, and only half the hyperandrogen- 
emic patients with hirsutism had acne. In view of 
such great variability in the relationship among 
hirsutism, acne, and plasma fT levels, it is not 
surprising that we could not demonstrate correla- 
tions among these variables over the range of obser- 
vations in these women. Similarly, Schiavone et al” 
could not demonstrate a correlation between fT 
levels and the severity of acne. 

Plasma androgen levels were highly variable from 
the perspective of our groups with acne as well. Of 21 
women with minor acne without hirsutism (41% of 
our volunteers), the plasma concentration of fT was 
elevated in four, and DHAS concentration was ele- 
vated in three. This incidence of hyperandrogenemia 


ig similar to that in the study of women with 


- moderate to severe acne reported by Lucky et al." 
-The elevated plasma DHAS level is an interesting 
finding because of the possibility that dehydroepian- 
drosterone is a prehormone activated to dihydrotes- 
tosterone within the sebaceous glands.” 

Although wide individual variability in the appar- 
ent sensitivity of the pilosebaceous unit to androgen 
has long been assumed (eg, relative androgen sensi- 
tivity as the basis of idiopathic hirsutism), this had 
not been clearly demonstrated before. We have been 
able to document this based on the recent evidence 
that the plasma fT is the main circulating determi- 
nant of plasma androgenicity.’ In addition, we have 
minimized the well-known influences of race” and 
age (total androgen exposure) on sexual hair growth 
and acne by studying women homogeneous with 
respect to these variables. Unlike previous studies, 
ours includes primarily patients with mild hirsutism 
or minor acne, as our case selection minimized bias 
toward endocrinopathy or severe dermatologic 
signs. 

We propose a model (Fig 2) to define the interac- 
tion between androgens and the pilosebaceous unit in 
the pathogenesis of hirsutism and acne. In this 
model, the apparent sensitivity of the skin to andro- 
gens is as great a factor in pilosebaceous activity as 
is the plasma androgen level, and the skin manifes- 
tation may be either hirsutism or acne. At a normal 
plasma fT concentration (3 to 12.8 pg/mL [10.4 to 44.7 
pmol/L)) only a small percentage of women will have 

- hirsutism, those with a high sensitivity identified 
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Fig 2. —interaction between apparent pilosebaceous sensitivity 
and plasma androgens (exemplified by plasma free testoster- 
one concentrations) to produce hirsutism and/or acne of 
varying severity. To convert testosterone level in picograms per 
milliliter to picomoles per liter, multiply by 3.47. Plus sign 
indicates presence of skin manifestations; minus sign, absence 
of skin manifestations. Number of plus signs indicates severity 
of skin manifestation. 


clinically as having idiopathic hirsutism. Similarly, 
only a small percentage of women with normal 
plasma androgens will have more than minor acne. 
At a modestly elevated plasma fT level (18 to 25.6 
pg/mL [45 to 86.6 pmol/L]), most women will have 
hirsutism or acne, but in a few cases there will be no 
skin manifestations. This would be the situation in 
“cryptic” cases of congenital adrenal hyperplasia" 
and polycystic ovary syndrome." At moderate ele- 
vations of fT (over 26 pg/mL 190 pmol/L)) virtually 
all women will have hirsutism and/or acne. Con- 
versely, among women with moderately severe hir- 
sutism or acne, the vast majority would be hyperan- 
drogenic.*?” 

The cause of the normal heterogeneity in the 
apparent pilosebaceous sensitivity to androgens is 
unclear. Lack of hirsutism in some hyperandrogenic 
women suggests relative insensitivity of the hair 
follicle to androgen. Resistance to the effects of 
androgen is known to result from a variety of 
genetically determined defects in their mode of 
action, including 5a-reductase deficiency and DHT 
receptor disorders.” However, the cause of dimin- 
ished androgen responsiveness is often not evi- 
dent.” The biologic and biochemical bases of appar- 
ent hypersensitivity of the pilosebaceous unit to 
androgens are unclear; studies of hair follicle metab- 
olism usually show no abnormality.“ However, high 
plasma levels of the dihydrotestosterone metabolite 
androstanediol glucuronide in such patients have led 
to the hypothesis that target organs form excessive 
dihydrotestosterone.” 
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We conclude that there is normally a wide spec- 
- trum of apparent sensitivity of the pilosebaceous 
apparatus to varying levels of androgen. The impli- 
-cation for the clinician is that hyperandrogenemia 
occurs in about 50% of women with only mild 
~ hirsutism, and in 38% with only minor acne. 
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During Skin Surgery 


Julia Battaglini Sabetta, MD, John A. Zitelli, MD 


è The development of transient bacteremia during 
simple surgical excision of cutaneous neoplasms was 
studied. Of 35 patients undergoing surgery on eroded, 
"büt not clinically infected, cutaneous tumors, one devel- 
oped a transient bacteremia, whereas none of 15 
patients developed bacteremia during surgery on cutane- 

ous neoplasms with intact skin surfaces. The low inci- 
dence of bacteremia associated with surgery on eroded 
skin neoplasms suggests that, for this commonly per- 
formed surgery, prophylactic antibiotics be administered 
perioperatively only to patients with prosthetic heart 
valves and not to other patients at risk for endocarditis. 
This recommendation would be in keeping with the 
American Heart Association guidelines for prophylaxis 
for other surgical procedures associated with. low inci- 
dences of transient bacteremia. 
(Arch Dermatol 1987;123:2 13-215) 





Patients with disorders of valvular and endovascu- 
dw lar endothelium, such as rheumatic heart dis- 
ease, congenital valvular abnormalities, and arterio- 

` venous fistulas, are at risk of developing endocarditis 
and other serious endovascular infections as a result 
of transient bacteremias associated with a variety of 
surgical procedures. Consequently, for those patients 
at risk, the American Heart Association Committee 
on Rheumatic Fever and Infective Endocarditis of 
the Council on Cardiovascular Disease in the Young 
recommends that prophylactic antibiotics be admin- 
istered perioperatively to those patients undergoing 
procedures associated with high (>10% to 30%) 
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The Incidence of Bacteremia 


incidences of transient bacteremia.'* Moreover, for 
patients with prosthetic heart valves, in whom the. 
consequences of infective endocarditis can be partic- | 
ularly disastrous, the Committee recommends that 
consideration be given to the use of prophylactic 
antibiotics, even for those undergoing procedures - 
associated with low (<5% to 10%) incidences of 
transient bacteremia. Fortunately, the incidences 
of transient bacteremia associated with many deù- 


tal,” gastrointestinal,**” and genitourinary”" proce- 


dures have been determined, allowing for recommen- 
dations on antimicrobial prophylaxis for eaeh proce- 
dure. l 
To date, the incidences of transient bacteremia 
associated with dermatologic procedures have not 
been determined. Indeed, our knowledge in this area 
is limited to the results of one study, which reported 
a 38% incidence of transient bacteremia following 
ten-minute massages of 13 staphylococcal furun- — 
cles.” In addition, there have been case reports of 
endocarditis following surgery on infected soft tis- 
sues, prompting the Committee to recommend pro- 
phylactic antibiotics for such surgery.” However, for 
surgery on eroded, but not clinically infected, cutane- 
ous lesions, there are no recommendations for anti- 
microbial prophylaxis for the prevention of endocar- 
ditis, as the incidence of transient bacteremia associ- 
ated with such commonly performed surgery is not 
known. This study was undertaken to estimate that 
incidence. Í 


PATIENTS AND METHODS 


Patients selected for study were among those referred to’ < 
the Department of Dermatology of the University of- 
Pittsburgh School of Medicine for dermatologie surgery on 
cutaneous neoplasms. Patients were divided into. two 


groups, a control group and a test group. Control patients. 


were those with skin lesions with intact surfaces. Test 


Bacteremia— Sabetta:& Zitelli 213 - 











patients had eroded lesions that, in the opinion of both 
investigators, were not clinically infected. An eroded lesion 
was considered infected if there were any associated fever, 
cellulitis, or purulent drainage. 

A complete history and a physical examination were 
performed on each patient. A patient was excluded from 
study if any of the following were present: infection of the 
skin tumor, as defined above; symptoms or signs of any 
extracutaneous infection; recent treatment with any sys- 
temic or topical antimicrobials; a history of sensitivity to 
betadine or iodine; or any underlying immunosuppressive 
disorder or therapy. Also, notation was made if a patient 
had eaten, brushed his teeth, or had a bowel movement 
within the five hours preceding the surgery, but these 
activities did not exclude a patient from the study. 

Each patient admitted for study gave written consent 
for participation after the nature of the procedures 
involved had been fully explained. The study was approved 
by the Institutional Review Board of the University of 
Pittsburgh School of Medicine. 

Each patient’s tumor was measured. Preoperative cul- 
tures were taken of the eroded neoplasms to determine the 
nature of the colonizing bacteria that might have been 
present. Blood cultures were obtained before any manipu- 
lation of the skin lesions was performed. For each set of 
blood cultures drawn, the skin of the phlebotomy site was 
degreased once with petroleum ether, cleansed for three 
minutes with chlorhexidine gluconate (Hibiclens skin 
cleanser), wiped dry with a sterile gauze pad, rinsed with 
70% isopropyl alcohol, and allowed to air dry. Phlebotomy 
was then performed and 7.5 mL of the patient’s blood was 
obtained, with the blood inoculated into the isolator tube 
(DuPont) for aerobic and anaerobic cultures." Before being 
inoculated with blood, each tube’s cap was cleansed for 5 to 
10 s with chlorhexidine gluconate, which was then wiped 
off with a sterile gauze pad. The cap was then rinsed with 
70% isopropyl alcohol and allowed to air dry. 

The surgical procedure, namely, incision into, and curet- 
tage or scalpel excision of, the cutaneous neoplasm, was 
performed immediately after the preoperative blood cul- 
tures had been drawn. For each cutaneous lesion, the skin 
into which the local anesthetic was to be injected was 
cleansed with 70% isopropyl alcohol, allowed to air dry, 
and then injected with 1% lidocaine (plain, free of parab- 
ens"). After adequate anesthesia was achieved, one wipe of 
the surgical area with betadine was performed, followed by 
one alcohol wipe. The surgical procedure was then begun. 
Immediately after removal of the neoplasm, intraoperative 
blood cultures were obtained in the same manner as 
described above; in no case were intraoperative blood 
cultures drawn more than ten to 15 minutes after the start 
of the surgery. Any closures required were performed after 
the intraoperative cultures were drawn. 

No patient underwent intravenous line placement, endo- 
tracheal intubation, or any manipulation other than surgi- 
cal removal of the neoplasm. 


RESULTS 


In all, 67 patients were considered for study. Of 
these patients, 15 were excluded because they had 
used topical antimicrobial agents, and another two 
were excluded because they had taken oral antibiot- 
ics. There were, therefore, 50 patients, 15 in the 
control group and 35 in the test group, who partici- 
pated in the study. Each patient had surgery per- 
formed on one lesion. Lesions ranged in size from 1 to 
14 cm. Lesion locations included face, scalp, trunk, 
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and extremities. In the control group, the lesions 
included benign and malignant cutaneous neoplasms 
with intact skin surfaces, including one pigmented 
lesion that required removal of a fingernail to be 
reached. Lesions in the test group patients were all 
malignant cutaneous neoplasms associated with 
eroded skin, with no lesion felt to be clinically 
infected, as defined in the “Patients and Methods” 
section. 

Preoperative cultures were obtained of the eroded 
lesions in 25 of the 35 test patients. A single organ- 
ism was isolated from seven lesions and multiple 
organisms from 18 lesions. The organisms isolated 
included the following: Staphylococcus aureus from 
16 lesions; coagulase-negative staphylococci from 14; 
diphtheroids from 11; Bacteroides species from five; 
viridans streptococci from four; nonhemolytic strep- 
tococci from four; and Streptococcus faecalis, Proteus 
mirabilis, Clostridium species, Propionibacterium 
acnes, Escherichia coli, Klebsiella pneumoniae, and 
Candida albicans from one lesion each. 

Preoperative blood cultures were obtained in all 50 
patients, and all were negative. The 15 control 
patients all had negative intraoperative blood cul- 
tures. Of the 35 test patients, only one (2.8%) had a 
blood culture positive for bacteria. This patient’s 
blood culture yielded S aureus, as did a preoperative 
culture of her tumor, a 2 X 3-em eroded, primary 
squamous cell carcinoma of the dorsum of the right 
foot. The patient’s bacteremia was apparently tran- 
sient, as blood cultures drawn 11 days postoperative- 
ly were sterile and as endocarditis or another deep- 
seeded infection did not develop during ten months 
of follow-up. This patient did not have any underly- 
ing valvular heart disease, however. 


COMMENT 


In this study, of 35 patients undergoing surgery on 
eroded, but not clinically infected, cutaneous malig- 
nancies, one patient developed a transient bacter- 
emia, yielding an incidence of 2.8%. In contrast, none 
of 15 patients developed a bacteremia during surgery 
on cutaneous neoplasms with intact skin surfaces. 
Based on these data and using the normal approxi- 
mation to the binomial for predicting the two-sided 
confidence interval,” it can be concluded, with 95% 
confidence, that the incidence of bacteremia during 
simple excisional surgery on eroded, but not infected, 
cutaneous neoplasms is less than 8.4%. 

For surgical procedures associated with high 
(>10% to 30%) incidences of transient bacteremia, 
the American Heart Association Committee on 
Rheumatic Fever and Infective Endocarditis of the 
Council on Cardiovascular Disease in the Young 
recommends the use of prophylactic antibiotics in 
patients with a variety of valvular and other endo- 
vascular abnormalities.'? However, it should be not- 
ed that not every transient bacteremia leads to 
endocarditis in the patient at risk. For example, 
although dental procedures are associated with an 
85% incidence of transient bacteremia, the risk of 
developing endocarditis in the absence of antibiotic 
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coverage during such procedures in patients at risk is 
less than 1%.? Consequently, for surgical procedures 
associated with low (<5% to 10%) incidences of 
transient bacteremia to start with, and therefore 
extremely low incidences of endocarditis, the Com- 
mittee recommends prophylaxis only for those 
patients with prosthetic heart valves or surgically 
constructed systemic-pulmonary shunts—structures 
that place patients at unusually high risk for endo- 
carditis, 

Based on the results of this study and the existing 
recommendations of the Committee, it would appear 
that, due to the low incidence of transient bacter- 
emia, surgery on eroded, but not infected, cutaneous 
neoplasms would not require the use of prophylactic 
perioperative antibiotics in patients at risk for endo- 
carditis, unless the patient was at unusually high 
risk because of a prosthetic heart valve or a surgical- 
ly constructed systemic-pulmonary shunt. In that 
circumstance, the use of prophylactic antibiotics 
would appear warranted. 

As no episodes of transient bacteremia were 
detected in the 15 control patients studied, it would 
appear that antibiotic prophylaxis would not be 
needed for any patient undergoing surgery on cuta- 
neous neoplasms with intact surfaces. However, a 
larger number of control patients would have to be 
studied to actually prove this, as using the normal 
approximation to the binomial to determine the 
two-sided confidence interval, the finding of no 


. “episodes of bacteremia in the 15 control patients can 


-only be said to be consistent with an incidence of less 
than 20%. However, we would certainly not agree 
with prophylaxis for “incision and curettage into 
normal skin” of patients with valvular heart disease, 





as recommended in a recently published. commen- 
tary,“ because intact skin is easily sterilized preoper- 
atively. 

In this study, we found that the organisms most 
frequently colonizing eroded cutaneous tumors were 
S aureus, coagulase-negative staphylococci, diphthe- 
roids, and streptococci—the very organisms com- 
monly found in cases of prosthetic valve endocardi- 
tis.”” This finding, along with documentation of a 
definite (albeit low) risk of transient bacteremia 
associated with surgery on eroded, but not infected, 
skin tumors, would support the perioperative use of 
prophylactic antibiotics in patients with prosthetic 
heart valves undergoing removal of such tumors. It 
would appear prudent to direct such therapy against 
staphylococci and streptococci, and, in those patients 
with prosthetic heart valves recently implanted, 
diphtheroids as well. It is our feeling that a first- 
generation cephalosporin or dicloxacillin sodium 
administered orally (eg, 1 to 2 g one hour preopera- 
tively and 500 mg every six hours postoperatively for 
one to two doses) would be adequate prophylaxis for 
removal of eroded cutaneous tumors in patients with 
prosthetic heart valves that are more than 60 days 
old. In patients with younger prosthetic valves, in 
which case diphtheroids are more likely pathogenic, 
we recommend parenteral administration of vanco- 
mycin hydrochloride." 
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— Masaaki Takahashi, MD, Rikiya Abe, MD 


ə We found 13 mucosal melanomas (13%) among 103 
“cases of malignant melanoma at Tohoku University Hos- 
> pital, Sendai, Japan, a high incidence. Five melanomas 
were. found on the oral mucosa, another five on the 
“genital mucosa, two within the nasai cavity, and one on 
- the esophagus. Three of the melanomas on the oral 
mucosa occurred on the lip and the other two on the 
gingiva. A striking prevalence of melanomas was 
‘observed. in women, the male-to-female ratio being 0.08. 
Histologic examination revealed that 58% of the melano- 
mas were characterized by lentiginous, 23% by nodular, 
“and 15% by superficial spreading proliferation. Most of 
“the melanomas were Clark’s level IV or V at the time of 
diagnosis. Except for three who have been under obser- 
_. vation for a short time, all the patients have died. There 
“appear to be some clinical and histologic similarities 
‘between mucosal melanoma and melanoma of the volar 
skin, but the difference in biological behavior warrants 
“that the two be classified separately. 
{Arch Dermatol! 1987; 123:2 16-220) 












: M malignant melanomas occurring in the 
: mucous regions show a biphasic growth pat- 
tern. An attempt was made to put into a single 
category malignant melanomas occurring on the 
‘mucous membrane and those occurring on the volar 
skin, because of the clinical and histologic similari- 
<- ties between them. However, melanoma on the volar 
— skin appears to be slightly different from that on the 
- mucous membrane in terms of the clinical behavior 
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‘Malignant Melanoma of Mucous Membranes 


A Clinicopathologic Study of 13 Cases in Japanese Patients 


Taizo Kato, MD; Hideaki Takematsu, MD; Yasushi Tomita, MD; 


of the lesion. Therefore, it might be worthwhile to 
classify the two separately. 

Racial differences are quite pronounced in the 
incidence and predilection of melanoma types. 
Malignant melanoma occurs much less frequently 
among Japanese persons than among whites, and 
melanomas occurring in the mucous membrane are 
one of the most common types of melanoma among 
the Japanese.” 

This article describes the clinical and histologic 
findings for 13 mucosal melanomas. Some of these 
cases have previously been reported.“ 


PATIENTS AND METHODS 


We retrospectively studied the cases of mucosal melano- 
ma seen at the Department of Dermatology, Tohoku 
University Hospital, Sendai, Japan, during a 15-year peri- 
od from 1969 to 1984. In 18 of 103 cases of malignant 
melanoma, mucous membrane involvement was diagnosed. 
All patients were treated according to our therapy sched- 
ule as described before.’ The following clinical data were 
sought from the charts: age and sex of patients, duration 
before diagnosis, locations of the lesions, and length of 
survival. 

The original biopsy specimens of the primary mucosal 
melanoma were reviewed. Lentiginous melanoma was 
diagnosed by the presence of lentiginous proliferation of 
atypical melanocytes in the epithelium. The diagnosis of 
the superficial spreading melanoma (SSM) was based on 
the criteria of Price et al” poor circumscription of intra- 
epidermal melanocytes, lateral extensions of intraepider- 
mal melanocytes, atypical melanocytes above the basal 
layer, variation in shape and size of melanocytic nests, and 
invasion of atypical melanocytes into the dermis. The 
primary melanoma was categorized according to Clark’s 
levels,” and the depth of each melanoma was measured by 
means of Breslow’s method." 


RESULTS 
Clinical Findings 


The clinical features are summarized in the Table. 
The patients ranged in age from 26 to 76 years, with 
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Mucosal Melanoma in 13 Patients 











































































































































Duration of 
Patient/ Anatomic Prior Pigment Histologic Clark”s Level 
Age, y/Sex Site Macule, mo Type (Thickness, mm) Stage Follow-up, mo” 
1/42/F Upper lip 84 Lentiginous IV (2.9) ıl 63 (D) 
2/69/F Lovver lip 144 Lentiginous III (1.9) la 24 (AVVD) 
3/41/F Upper lip 84 Lentiginous III (0.6) la 23 (AVVD) 
4/76/F Gingiva Nodular IV (2.9) Ul 
5/37/F Gingiva Lentiginous V (3.5) IV 
6/65/F Genitalia SSMt V (7.0) Ib 
7/73/F Genitalia iki i IV 
8/75/F Genitalia ity Lentiginous V (4.0) ıl 
9/56/F Genitalia 4 Lentiginous V (5.0) IV 3 (D) 
10/48/F Genitalia 1 SSM IV (4.0) Ib 48 (AWD) 
11/26/F Nose Nodular l 54 (D) 
12/68/F Nose Nodular 











13/66/M 





Esophagus 





*D indicates dead; AWD, alive without disease. 
TSSM indicates superficial spreading melanoma. 





Lentiginous 


Fig 1.—Malignant melanoma of upper lip. Black nodule with 
smooth surface and small nodule with crust formation are seen. 
Irregular brown-black freckles were adjacent to nodule. 


Fig 2.—Malignant melanoma of genital mucous membrane with 
adjacent black pigmented macules. There is irregular pigmen- 
tation with varied coloration on labia and black tumor in vaginal 


vestibule. 


a mean age of 57 years. Twelve patients were women 
and only one was a man. 

With melanomas of the oral mucosa, three 
occurred on the lip and two on the gingiva. A 
76-year-old woman had a nonpigmented gingival 
swelling in the area just above her right upper molar 
teeth, which was a nodular type of amelanotic mela- 


Arch Dermatol—Vol 123, Feb 1987 





noma. Four patients had noted a pigmented macule 
before the development of a nodular lesion. These 
macules had been present a minimum of six months 
and a maximum of 12 years, with a mean of 8.6 years. 
A 42-year-old female patient had noticed a pig- 
mented macule on her upper lip when she was 30 
years old. The macule gradually increased in size, 
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lovver lip. Right, Macular portion of melanoma on genitalia. Number of clear 
melanocytes is increased (hematoxylin-eosin, original magnification X250). 


and when she was 37 years old a small black nodule 
appeared within it (Fig 1). 

Two patients with malignant melanoma on the 
genital mucosa also noticed a pigmented macule one 
to four months before the development of a nodule. A 
56-year-old woman was admitted for evaluation and 
treatment of a pigmented growth on her vulva. 
History revealed that the lesion had been present for 
four months. Figure 2 shows an irregularly shaped 
gray-black to black macule about 2 cm in diameter on 
the right labium minorum and majorum. 

Two cases of malignant melanoma found in the 
nasal cavity were of the nodular type, although 
detailed clinical data could not be obtained. 

A primary malignant melanoma of the esophagus 
was demonstrated by histologic examination of 
excised tissue from a 66-year-old man. 


Pathologic Findings 


Most of the sections through the black macules 
showed an increased number of melanocytes in the 
basal layer. In addition, almost all of the basal layer 
was composed of pleomorphic melanocytes with 
bizarre nuclei (Fig 3). A section of the black macule 
adjacent to the tumor obtained from the resected 
esophageal tissue also showed a lentiginous prolifer- 
ation of melanocytes (Fig 4). In some sections of 
mucosal melanoma, SSM-like histologic findings 
were observed (Fig 5). Histologic study revealed that 
58% of the cases could be categorized as the lentigi- 
nous type, 23% as the nodular type, and 15% as the 
SSM type (Table). There were no clinical differences 
between mucosal melanomas with SSM histologic 
features and those with lentiginous features. Tumor 
nodules, the vertical growth component, contained 
predominantly epithelioid cells. No desmoplastic 
changes were observed. 

The great majority, eight cases, involved deeply 
invasive Clark’s level IV and V lesions. The depth of 
the measurable ten lesions varied from 0.6 to 7 
mm. 
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Follow-up and Survival 


The survival curve is shown in Fig 6. All of these 
patients died, including those with three stage I 
melanomas, and their mean survival period after 
diagnosis was 20 months. 


COMMENT 


It is difficult to make any comparison between the 
incidences of mucosal melanomas among Japanese 
persons and whites, because of the scarcity of epide- 
miologic data. In a statistical study of malignant 
melanoma done in Japan,’ oral melanoma was found 
to make up 14.0% of all melanoma cases, while nasal, 
genital, pharangeal, and gastrointestinal tract mela- 
nomas were found to make up 8.8%, 3.9%, 0.4%, and 
6.8%, respectively. The total incidence of mucosal 
melanoma was found to constitute 33.8% of all 
melanoma cases. In contrast, mucosal melanoma is 
usually uncommon among white patients; its inci- 
dence varies from 0.2% to 8% of all melanomas, with 
an average of 2%.” Our present findings support the 
notion that mucosal melanoma is not an infrequent 
type of melanoma among the Japanese. 

. The mean age of 57 years in our patients is similar 
to that for cutaneous melanoma.” The high preva- 
lence of women in our series is in striking contrast to 
the number of women in other reports, with the 
exception of one.“ For example, in oral melanoma, 
men predominate over women." Conversely, in gen- 
ital melanoma, women are predominant, with the 
male-to-female ratio being approximately 0.3.5 

Primary esophageal melanoma is extremely rare,” 
and the diagnosis should be made with considerable 
caution because esophageal involvement is more 
frequently seen as a manifestation of metastatic 
melanoma." The presence of junctional change would 
serve as the most important feature for the diagnosis 
of primary melanoma. In this regard, the presence of 
atypical melanocytes on the basal layer confirmed 
the diagnosis of primary esophageal melanoma in 
our one case (Fig 4). 
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Fig 4.— Section through brown-black macule of esophageal 
melanoma. Lentiginous type of proliferation is seen (hematoxy- 
lin-eosin, original magnification X500). 





atypical melanocytes (hematoxylin-eosin, original magnification 
X500). 


Our present findings confirm that most cases of 
oral and genital melanoma show a biphasic growth 
pattern. With oral melanomas, four patients had 
noticed an area of pigmentary change prior to the 
development of a nodular lesion, which had been 
present from six months to 12 years. According to 
Liversedge,” 35% of the patients with oral melanoma 
noticed pigmentation present for at least six months 
before a nodular lesion developed. Although this type 
of prior pigmentary macule might not have been 
observed by the patients with nasal, rectal, or vagi- 
nal melanoma,” two of our patients with vaginal 
melanoma had noticed a prior pigmentation, and two 
other patients had noticed a pigmented macule adja- 
cent to the tumor. In contrast to its duration in oral 
melanoma, the pigmentation observed in genital 
melanoma was not present long, being followed by a 
rapid onset of the vertical growth phase. 

Arrington et al” noted that mucosal melanoma 
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% Surviving 


Years 
Fig 6.—Survival curve. This curve includes all patients. 


corresponds much more closely to plantar melanoma 
than to lentigo maligna melanoma. Sgndergaard and 
Olsen," Feibleman et al,” and Seiji and associ- 
ates'*”*** reported that melanoma in the acral regions 
forms a clinicopathologic entity having the histologic 
characteristics of acral lentiginous melanoma, SSM, 
or both. We found that 58% of the mucosal melano- 
ma in our series had a histologic appearance of 
lentiginous melanocytic proliferation, and 15% were 
of the SSM type. In this regard there appears to be a 
similarity between mucosal and volar melanoma. 

Despite this similarity, the prognosis of mucosal 
melanoma is generally poor compared with that of 
volar melanoma. Overall survival at five years was 
17% for oral melanoma,” and the median survival 
period was only 19 months for vaginal melanoma.”” 
Moreover, the late recurrence of mucosal melanoma 
continued to result in fatalities. All of our patients 
have died, with the exception of three whose follow- 
up periods have been short. The fact that mucosal 
melanoma has a poorer prognosis than does cutane- 
ous melanoma may be explained by the difficulty in 
detecting an early lesion and by insufficient surgical 
procedures due to the anatomic location. Neverthe- 
less, the poor prognosis for stage I mucosal melano- 
ma suggests that its biological behavior may be more 
virulent than that of other melanomas. 


The authors would like to thank Hachiro Tagami, MD, for his 
helpful criticism and suggestions. We also owe a great deal to 
Makoto Seiji, MD, who died Sept 30, 1982, in the course of this 
investigation, which he initiated. 
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Serum Samples From Patients With Active 


, Psoriasis Enhance Lymphocyte-Induced 
- Angiogenesis and Modulate Endothelial 


Cell Proliferation 


Slawomir Majewski, MD; Maja Tigalonowa, MD; Stefania JabJonska, MD, 


Igor Polakowski, MSc; Ewa Janezura, MD 


è in former studies we have shown the increased 
angiogenic capability of peripheral blood mononuclear 
cells (MNCs) from patients with the active guttate type of 
psoriasis vulgaris. The present study tested the effects of 
serum factors from 67 patients with various forms of 

‘psoriasis vulgaris and from 32 healthy individuals on 
the angiogenic capability of normal human MNCs in an 
animal system. The angiogenesis-enhancing effect was 
most marked in the serum samples from patients with 
plaquelike and peripherally spreading lesions lasting for 
one to two months, and tended to disappear in patients 
with long-lasting and/or stationary lesions. Serum sam- 
ples from patients with psoriasis were also capable of 

—. modulating the proliferation of normal human endothelial 

~ cells in vitro, and this modulation was correlated with the 
duration of relapse. The effects of psoriatic sera on 

‘normal human MNC function and on endothelial cell 

.. growth may be of importance for vascular proliferation in 

psoriasis. 

(Arch Dermatol 1987; 123:22 1-225) 









Pense is an inflammatory disease in which 
increased epidermal proliferation is closely 
related to changes in the superficial cutaneous blood 
vessels. Results of studies on the Koebner reaction 
demonstrated vascular changes in the small capillar- 
ies before there was any microscopic evidence of 
psoriatic changes in the epidermis.' 
— The vascular abnormalities in psoriasis involve 
dilatation and tortuosity of capillary loops,” 
increased capillary permeability,” enhanced endo- 
thelial cell proliferation,’ and elevated cutaneous 
blood flow.*"° These changes in microvasculature are 
also characteristic of new blood vessel formation, ie, 
angiogenesis, and could depend on epidermal fac- 
tors." In our previous studies,” we showed that the 
cutaneous angiogenesis in psoriasis might also 
depend on angiogenic factors derived from the 
peripheral blood mononuclear cells (MNCs) of the 
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patients with psoriasis. 

Since psoriatic serum samples are capable of both 
stimulating and inhibiting various immunologic and 
inflammatory reactions," the present study was 
aimed at testing the effects of serum samples from - 


patients with various forms of psoriasis vulgaris on 


the angiogenic capability of normal human peripher- 
al blood MNCs. For this purpose we employed a 
modified “lymphocyte-induced angiogenesis” assay,” 
which permits examination of serum effects on 
angiogenesis in an animal system.” In the in vitro 
studies, we have tested the effects of the serum 
samples of patients with psoriasis on the prolifera- 
tion of normal human endothelial cells, as assessed 
by a tritiated thymidine incorporation assay. We 
have also studied serum ceruloplasmin activity in 
patients with psoriasis, since this compound was 
found to be a strong stimulator of new blood vessel 
formation.” 


PATIENTS AND METHODS 


Serum samples were obtained from 67 patients with 
psoriasis vulgaris (32 males and 35 females), and from 32 
healthy individuals (14 males and 18 females). The 
patients had not received any systemic medication for at 
least two months prior to the experiments. Topical treat- 
ments with corticosteroids, anthralin, or tar were discon- 
tinued two weeks prior to the testing. 

The patients were classified into groups according to the - 
character of the lesions, the dynamic of their spreading, 
and the time of onset of the last relapse, as follows: Active 
guttate psoriasis (A2): the presence of widely disseminated 
small papules with numerous pinpoint lesions, duration of 
the relapse not exceeding one month. Three cases. with 
steadily appearing, widespread, disseminated guttate 
lesions were classified as A2 in spite of the presence of 
plaque lesions of longer duration. Active plaque psoriasis 
(Al): predominance of large, peripherally spreading 
plaques with only some small surrounding papules. In two 
cases of plaque psoriasis there was unusually fast develop- 
ment of lesions, and therefore they were classified as AZ 
form. Stationary psoriasis (A0): persistence of plaque-type 
skin lesions without peripheral spreading for more than 
four months. Remission: no skin lesions for longer than ten ` 
weeks. 

In a group of eight patients only, the studies were 
repeated in various stages of the disease to evaluate the 
serum effects on angiogenic capability of normal human 
MNCs. Serum samples were heat-inactivated (56°C for 45 
minutes) and stored at —20°C until used. 
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“MNC Isolation 

Human peripheral blood MNCs were isolated from buf- 
fy-coat cells obtained from 42 healthy donors with blood 
group Ö at the Warsaw Central Blood Bank, using the 
method of Boyum,” with a slight modification.” In brief, 
‘the samples were diluted (3:1) with phosphate-buffered 
saline (PBS), layered onto Ficoll-Uropoline (Hypaque) 

” (Ficoll, Pharmacia, Uppsala, Sweden, and Uropoline, Pol- 
fa, Warsaw) gradient (specific gravity, 1.075) and spun ina 

- centrifuge for seven to 11 minutes at 2000 g at room 
temperature. This method yielded MNC suspensions con- 


-~ sisting of 90% to 95% (0.90 to 0.95) lymphocytes, and 5% to 


10%. (0:05 to 0.10) monocytes, as detected by Giemsa and 
-~-myeloperoxidase staining. The viability of the cells was 
consistently greater than 90% (0.90), as determined by a 
trypan blue exclusion test. 


Treatment of MNCs 


Ten million MNCs were incubated in 1.0 mL of PBS, 
<. supplemented with 25% (0.25) of either normal or psoriatic 
Serum for 60 minutes at 37°C with 5% (0.05) of carbon 
. dioxide in air. Nonincubated MNCs served as an additional 
control. Following incubation the cells were washed twice 

-with 0.9% (0.009) sodium chloride and resuspended in a 
concentration of 10” viable cells per milliliter of tissue 
culture (TC) medium 199. The procedure did not affect the 
viability of the MNCs. 


Lymphocyte-induced Angiogenesis Assay 


We used the angiogenesis assay described by Majewski 
et al,” Sidky and Auerbach,” and Kaminski et al” with 
- modification.” In brief, Balb/c inbred female mice, eight to 
ten. weeks old, served as recipients of human MNCs. The 
- recipients were immunosuppressed by a total body roent- 
gen ray exposure of 600 rad (6 Gy) (Müller RT 100 roentgen 
ray apparatus, 100 rad (1 Gy)/min in air, filter Al, 1.25 
mm, and irradiation at 10 mA, 70 kV) two hours before the 
cell injection, followed by anesthetization with chloral 
hydrate. Both flanks of each mouse were shaved and 
injected intradermally with 1 X 10° MNCs suspended in 0.1 
mL of TC-199 medium, supplemented with 0.01% (0.0001) 
trypan blue. Each recipient was injected with control 
: MNCs incubated without serum, and with control serum, 
and with patients’ serum samples. In each experiment, 
“four to eight mice were used for each patient, depending on 
the MNC yield. After three days, the recipients were killed, 
and the angiogenic reaction was estimated on the inner 
surface of each mouse’s skin (magnification X20). 

The newly formed blood vessels, connected with the 
injection site, contrasted with the background vasculature 


— due to their tortuosity and divarications, and were counted 


according to the previously proposed criteria.” All count- 
ings were blind. 


Endothelial Cell Cultures 


The cells were obtained from a human umbilical cord 
vein using the method of Jaffe.” The vein was washed with 
“PBS (pH, 7.4), digested with 0.1% collagenase (Sigma 
Chemical Co, St Louis, type 1) in PBS for ten to 15 minutes 
at 37°C, and rinsed with PBS. The detached endothelial 
cells were harvested in TC-199 medium, supplemented 

with 20% (0.2) fetal calf serum (Flow Laboratories), spun 
in a centrifuge at 180 g for five to ten minutes, and 
resuspended in the 20% FCS in TC-199 medium, supple- 
mented with 15 mmol/L Hepes buffer (Sigma Chemical Co, 
St Louis), 1:6 mmol/L L-glutamine (Sigma Chemical Co, St 
Louis), and antibiotics. 

The cells were propagated at 37°C in humidified 95% 


222 Arch Dermatol—Vol 123, Feb 1987 





(0.95) air with 5% (0.05) carbon dioxide. - 


The mice were fed twice weekly, transferred at conflu- 
ence, and used for experiments in the first subpassage. The” 
endothelial nature of cultured. cells was confirmed. by 
indirect immunofluorescence using antiserum to human 
factor VIII-related antigen (Behringwerke AG, Marburg, 
West Germany).* 

Human fetal fibroblasts were obtained from a 10-week- 
old embryo by 0.25% (0.0025) trypsin (Difco, England) 
digestion of skin fragments. The cells were propagated 
under the same conditions as endothelial cells. 


Tritiated Thymidine Uptake 


Both types of cells were seeded onto multiwell plates 
(Linbro Disposo-Trays, 0.5-mL capacity) in a concentra- 
tion of 10“ cells per well. After six hours of incubation at 
37°C the medium was replaced by a new one, containing 
20% (0.2) tested serum. The cells were incubated for 18 
hours, followed by the addition of 1 uCi/mL of tritiated 
thymidine (Radiochemical Centre, Amersham, England; 
specific activity, 27 Ci/mmol) for three hours. The cells 
were then washed three times with PBS, fixed with 70% 
(0.7) methanol, and processed for a scintillation counting 
as described previously.” None of the tested cells had 
reached confluence at the time of testing. All experiments 
were done in four to six replicates, and the mean counts per 
minute per thousand viable cells was used for calculations. 
The results were expressed as a mean percentage of 
tritiated thymidine incorporation inhibition, as compared 
with the values derived from 20 healthy controls. 

Serum Ceruloplasmin Activity 

The enzyme activity was measured according to the 
method of Schosinsky et al,” using o-dianisidine dihydro- 
chloride (Sigma Chemical Co, St Louis) as a substrate. 
Reaction mixtures (0.95 mL) containing 0.7 mL of acetate 
buffer (pH 5.0), 0.05 mL of tested serum, and 0.2 mL of 
o-dianisidine dihydrochloride (250 mg/dL in water) were 
incubated at 30°C. The enzymatic reaction was stopped 
after five and 15 minutes, respectively, by adding sulfuric 
acid (9 mol/L). The absorbance at 540 nm was measured 
spectrophotometrically and enzymatic activities of serum 
ceruloplasmin were presented in international units per 
liter. 


Statistical Analysis 


We used the nonparametric Wilcoxon test, paired Stu- 
dent’s £ test, and population tolerance limits.” 


RESULTS 


As a whole, the mean angiogenic reaction evoked 
by normal human peripheral blood MNCs, incubated 
with serum samples from patients with psoriasis 
(mean + SE = 17.36 + 0.26, n = 52) was not signifi- 
cantly higher than that of normal MNCs incubated 
with control serum samples (14.75 + 0.30, n = 32). 
The enhancing effect was most pronounced in serum 
samples from patients with the Al (P € .01) and A2 
(P € .05) forms of the disease (Fig 1). Tolerance 
limits, permitting for a comparison of individual 
data with the control values, showed that serum 
samples from four of 14 patients with A2 and from 12 
to 24 patients with Al, stimulated the angiogenic 
reaction. In patients with stationary lesions or those 
in remission, a majority of the serum samples did not 
enhance angiogenic capability of normal human 
MNCs. 
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Blood Vessels, No: 


17.55 + 0.27 18.38 + 0.33 15.41 x 0.39 15.86 + 0.40 


(P <.05) (P <.01) 

Fig 1.—Effects of serum samples from patients vvith psoriasis 
> 0n angiogenic capability of normal human mononuclear cells 
1 (MNCs); A indicates activity; R, remission. Broken lines indicate 

tolerance limits caiculated from results of control MNC incu- 

bated: with normal sera (mean + SE = 14.75 + 0.30, 

n = 32). Values beiow and above broken lines are statistically 

significant at P € .05. Mean of angiogenic capability of normal 

MNC incubated vvithout serum equals 14.25 + 0.38, n = 30. 


The angiogenesis enhancement was most pro- 
nounced in the serum samples from patients studied 
within one to two months of duration of skin lesions 
(Fig 2). This might be due to the prevalence in this 
group of patients with the Al form of the disease 
with marked serum-enhancing activity, while only 
two cases of AZ one month after the relapse were 
studied. After two months the enhancing effect 
tended te decrease, reaching the lowest values in the 
‘patients with long-lasting (more than four months) 
-skin lesions. 

“Repeated studies revealed a correlation between 
angiogenesis enhancement and clinical conditions 
(Table 1). The enhancing effect of serum samples 
from patients with active psoriasis disappeared 
when tested at the time of remission. Serum samples 
from two patients with stationary psoriasis, which 
did not stimulate normal human MNCs, also had no 

_.. effect when retested during the remission. 

“ In vitro studies revealed that serum samples from 
six of nine patients with active A2 and A1 psoriasis, 
tested within two months of the relapse, stimulated 
proliferation of normal human endothelial cells (Fig 
3). None of the serum samples from patients with 
relapses of more than two months stimulated endo- 
thelial ceil proliferation. Moreover, in three cases we 
found a marked inhibitory effect. Serum samples 
that enhanced tritiated thymidine uptake by endo- 
thelium also had a stimulatory effect on the fetal 
fibroblasts. However, this enhancement of fibroblast 
proliferation by serum samples from patients stud- 
ied within two months of the relapse was less than 
that of the endothelium (mean + SE = 1282 + 8.28 
and 149.5 + 10.67, respectively). 

On the whole, mean serum ceruloplasmin activity 

was not significantly increased in patients with 
psoriasis (Table 2). However, when the patients were 

— classified according to the clinical parameters, this 
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Blood Vessels, No. 
z 






(n = 12) 
<1 1-2 2-4 >4 
Relapse Duration, mo 

17.60 + 0.25 19.00 + 0.57 17.93 + 0.49 

(P <.05) (P <.01) (P <.05) 

Fig 2.—Effects of serum samples from patients with psoriasis 
on angiogenic capability of normal human mononuclear cells, 
as related to duration of last relapse. Solid dot indicates A2; 
open dot, A1, and solid triangle, AO. 

































16.17 + 0.44 


activity was shown to be significantly increased in 
patients with active guttate psoriasis and in patients 
studied within one month of relapse of the disease. 


COMMENT 


In the present study, using the lymphocyte- 
induced angiogenesis assay, we found that the 
enhancing effect of serum samples from patients 
with common psoriasis on angiogenic capability of 
normal human MNCs was dependent on the disease 
activity. 

Serum samples from patients with plaquelike, 
peripherally spreading lesions and from patients 
with one to two months’ duration of relapse had the 
most marked enhancing effect. After two months, 
this effect tended to decrease, although it was still 
significantly higher than that of control serum sam- 
ples, and reached normal values in patients with : 
long-lasting and/or stationary psoriasis. 

Repeated studies revealed that a decrease of 
serum-stimulatory activity was associated with. 
marked clinical improvement. This suggests the 
close relationship between the serum-mediated 
angiogenesis enhancement and psoriatic lesion for- 
mation. 

In our previous study,” we showed the highest. 
angiogenic capability of MNCs from patients with 
the active guttate type of psoriasis. The most marked. 
effect of serum samples from patients with the Al: 
type of disease, found in the present study, could be | 
due to a slower increase of concentration and/or 
activity of serum factors responsible for this phe- 
nomenon. 

The decrease in serum-stimulatory activity in 
patients with long-lasting relapse might depend on- 
lowered level and/or activity of stimulatory factors, 
or on the appearance of some serum-inhibitory fac- 
tors.” ' 

The nature of the serum factors that modulate the: 
function of normal human MNCs is unknown. It is | 
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Table 1.—Variations of Serum-Mediated Angiogenesis 
Enhancement as Related to Clinical Improvement 


Grade of Disease Activity* 


















A2 A1 AO Remission 







































17.8 + 0.64 . .. 16.6 + 0.45 
(6) (6) 
2 .. 19.8 + 0.64 ... 15.8 0.49 
(6) (6)t 
3 vəz 18.3 + 0.69 oni 15.2 + 0.59 
(6) (6)t 
4 te 16.8 + 0.64 u 15.0 + 0.53 
(6) (6)¢ 
5 — 18.6 + 0.56 . 14.2 + 0.55 
(6) (6): 
6 en 18.6 + 0.45 . 15.0 + 0.53 
(6) (6)1 
7 ” 5 16.3 + 0.38 17.8 + 0.72 
(5) (5) 
8 .. . 14.2 + 0.45 15.1 + 0.38 
(6) (6) 








































1: "Angiogenesis is expressed as means + SE of newly formed blood 
vessels per single site of injection of normal human mononuclear cells 
incubated with psoriatic patients’ serum samples; number in parenthe- 
ses indicates number of mononuclear cell injection sites; A indicates 
activity, 

tP <01 as detected by paired Student's t test. 

+P: x .05 as detected by paired Student's t test. 


Endothelium Fibroblasts 


150 
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%.of Control 
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emt — — — —,— -— — — — — 


<2 >2 <2 >2 
Relapse Duration, mo 


Fig 3.—Effects of serum samples from patients with psoriasis 
_ on tritiated thymidine uptake by normal human endothelial cells 
and fibroblasts. Broken lines indicate upper and lower toler- 
ance limits. (P <..05), calculated from results of cell cultures 
_ Supplemented with normal human serum samples. 
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Table 2.—Serum Ceruloplasmin Activity in Patients With 
Psoriasis Related to Activity and Duration of Relapse 


Ceruloplasmin 


Group Activity* 






























































Disease activity 
A2 160.0 + 13.91 (20) 
Al ə 131.0 + 8.4 (29) 
AO OoOo m 11046 + 11.2 (11) 
Duration of relapse, mo 
1 159.3 + 15.21 (18) 
1-2 147.9 + 13.4 (10) 
2-4 öyə 128.2 + 11.4 (18) 
4 -— 1112 5 9.2 (14) 
Psoriasis, total 136.9 + 6.9 (60)t 
Remission M 99.5 + 8.2 (15) 
Healthy controls 118.8+9.7 (23) 






"Means + SE. Numbers in parentheses indicate number of individ- 
uals. 

tSignificantly different from the control at P € .05. 

$Studies on serum ceruloplasmin activity were done on 60 patients 
vvith psoriasis. 


possible that angiogenesis enhancement is mediated 
by mitogens generated by mononuclear” or by poly- 
morphonuclear cells," or may be affected by serum 
enzymes, such as proteases and their inhibitors.” It 
has been shovn that all these factors are of impor- 
tance for new blood vessel formation.” 

In vitro studies revealed that psoriatic serum 
samples are also capable of direct modulation of 
endothelial cell proliferation. Since the proliferation 
of normal fibroblasts was less affected by the serum 
samples, it seems that endothelium is more sensitive 
to changes in the level and/or activity of some 
serum-related factors. Serum-enhanced endothelial 
cell growth in early stages of psoriatic lesion forma- 
tion could be another factor contributing to vascular 
hyperproliferation, and possibly also contributing to 
the acceleration of epidermal cell turnover. 

The different final effects of psoriatic serum sam- 
ples of the endothelium could be related to the action 
of proteases,” or of some mitogens generated by 
mononuclear cells, which, depending on the concen- 
tration, could stimulate or inhibit cell proliferation, 
as shown for HeLa cells." 

In the present study we have also found that serum 
ceruloplasmin activity was not significantly 
increased in patients with psoriasis, considered as a 
group. This is in agreement with the data of Sedg- 
wick et al.“ However, this activity was found to be 
significantly increased in serum samples from 
patients with the most active type of psoriasis, with 
relapse duration of up to one month. This might be of 
importance for pathogenesis of the disease, since it is 
known that ceruloplasmin, as a copper carrier, stim- 
ulates the migration of endothelial cells, ie, another 
basic step of new blood vessel formation.2" 

There is increasing evidence for a relationship 
between cutaneous angiogenesis and psoriatic lesion 
formation, and it has been reported that vascular 
changes appear before epidermal hyperproliferation 


< Psoriasis— Majewski et al. 






















. 











can be detected morphologically. It has also been 
-suggested that “antiangiogenesis” may be useful for 
treatment of psoriasis."” It seems that vascular 
-proliferation in psoriasis is rather a complex phe- 
nomencn, and depends on substances of epidermal” 
and/or immunocompetent cell origin,” as well as on 
some blood-borne factors. The latter could influence 
the angiogenic capability of normal human MNCs 
and directly modulate endothelial cell proliferation. 


This work was supported by grant No. 10.5 from the Polish 
Academy of Sciences, Warsaw. 

The authors are grateful to J. Kalinowska for excellent techni- 
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Observations 


 Seleredema and Paraproteinemia 


Enhanced Collagen Production and Elevated Type I Procollagen Messenger RNA Level in 
Fibroblasts Grown From Cultures From the Fibrotic Skin of a Patient 


` Aarne Oikarinen, MD, PhD; Leena Ala-Kokko, MD; 


Riitta Palatsi, MD; Leena Peltonen, MD, PhD; Jouni Uitto, MD, PhD 


: @ An edematous rash developed on the abdominal 
— skin of a 76-year-old woman who had had diabetes 
mellitus for ten years. Some months later, the affected 
skin became thickened and indurated. Histopathologic 
-examination revealed marked dermal fibrosis with exces- 
- sive deposition of collagen. The patient also had IgA 
(x-type) paraproteinemia. Fibroblast cultures from the 
_ affected and unaffected skin were studied for collagen 
metabolism. Procollagen synthesis was elevated about 
sixfold on fibroblasts derived from the affected skin. A 
similar increase was detected in messenger RNA (mRNA) 
levels using a complementary DNA clone specific for 
human proa1(l) collagen mRNA. The elevated mRNA level 
Gould be the result of increased transcriptional activity of 
collagen genes or decreased degradation of collagen 
mRNAs. Our findings suggest that increased collagen 
-deposition may account for the marked dermal fibrosis 
“that we observed in this patient. 

-> (Arch Dermatol 1987;123:226-229) 


Jema fibrosis is the hallmark of a number of 
cutaneous diseases that are characterized by 
thickening and induration of the skin. Progressive 
systemic sclerosis, or scleroderma, a clinical condi- 
tion characterized by excessive deposition of collagen 
"in skin and other tissues, is the prototype for these 
~ diseases.’ Other entities include localized and gener- 
alized morphea, eosinophilic fasciitis, connective- 

-tissue nevi of the collagen type, familial cutaneous 
--collagenoma, and keloids.’ 

To our knowledge, the basic origin of the collagen 
accumulation that occurs in these conditions is cur- 
“rently unknown, but in the case of scleroderma and 
— morphea, it has been suggested that the excessive 
-accumulation of collagen is a result of the increased 
- synthesis by skin fibroblasts. The reasons for the 
increased collagen synthesis are not clear, but at 
- least in scleroderma, immunologic factors may play 
-a role. In support of this suggestion are recent in 
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vitro studies that demonstrate that monokines and 
lymphokines produced by immune cells can regulate 
collagen production by fibroblasts.”” 

Scleredema is another clinical condition charac- 
terized by induration and thickening of the skin.”” 
Histopathologic study of the dermis reveals deposi- 
tion of proteoglycans and more strikingly, there is a 
massive accumulation of collagen and dermal fibro- 
sis. Many of these patients have paraproteinemia, 
but the etiologic significance of the paraproteins has 
not been established. Collagen synthesis has not 
been studied in detail in these patients. We report 
herein on procollagen production and type I procol- 
lagen messenger RNA (mRNA) levels in fibroblast 
cultures derived from a patient with scleredema who 
had sclerodermalike skin changes and paraprotein- 
emia. 


PATIENT AND METHODS 


A 76-year-old woman who had had diabetes mellitus for 
ten years and high blood pressure complained of a skin 
rash affecting the upper part of the trunk and abdomen 
that had developed two years earlier without preceding 
respiratory tract infection. The skin was initially edema- 
tous and later indurated (Fig 1). The disease had not 
progressed during the year before the studies that we 
performed. 

Histologically, the skin was thickened by at least three- 
fold, and the collagen bundles were thicker than in normal 
skin. Direct immunofluorescence study of the lesional skin 
was negative. 

Laboratory tests demonstrated an elevated IgA level of 
820 mg/dL (8.2 g/L) (normal range, 50 to 280 mg/dL [0.5 to 
2.8 g/L). Immunofixation indicated that the IgA was of 
the x type. İn serum electrophoresis, the beta-fraction was 
increased. Myeloma was suspected, but bone marrow ster- 
nal puncture sample revealed that only about 10% of the 
marrow cells were plasma cells. 


Cell Cultures 


Cell cultures were established from fibroblasts of biopsy 
specimens taken from the affected and unaffected skin of 
the patient and age-matched healthy control subjects. The 
primary cultures were established by routine methods, and 
cells were then subcultivated on plastic culture dishes in 
Dulbecco’s modified Eagie’s medium supplemented with 
10% fetal calf serum, 50 mg/L of ascorbate, 290 mg/L of 
L-glutamine, 100 U/mL of penicillin, and 100 mg/L of 
streptomycin. The cells were used for biochemical analyses 
in passages 4 through 8 without freezing. 
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Fig 1.—Patient vvith sclerodermalike skin changes. 


Collagen Biosynthesis Studies 


Fibroblasts at confluency were incubated for 24 hours in 
Dulbecco’s modified Eagle’s medium supplemented as 
above, except that the serum was replaced with 2% 
dialyzed fetal calf serum, and 2 «Ci/mL of proline labeled 
with carbon 14(“C) was added. After the labeling period 
the medium was collected and proteinase inhibitors were 
added to give the final concentration of 25 mmol/L of Na, 
edetic acid, 10 mmol/L of N-ethylmaleimide, 1 mmol/L of 
phenylmethylsulfonylfluoride, and 1 mmol/L of para-ami- 
nobenzamidine. The medium proteins were then precipi- 
tated by the addition of ammonium sulfate, 290 mg/mL, 
and the precipitates were collected by centrifugation for 30 
minutes at 10 000 g after stirring overnight at +4°C. This 
material was used for the assays of “C hydroxyproline and 
the total incorporation of carbon 14 radioactivity by a 
specific radiochemical method.” 

The cell layer was rinsed with phosphate-buffered 
saline, and the cells were scraped with a rubber policeman 
into 2 mL of 0.4 M sodium chloride, 0.1M TRIS-hydrochlo- 
ride buffer, at a pH of 7.5, containing the proteinase 
inhibitors described above. The cells were sonicated at 60 
Hz for 30 s. These samples were used for assays of total cell 
layer protein" and DNA.” 


Enzyme Assays 


The fibroblasts in early confluency were harvested by 
trypsinization and stored in pellet form at —70°C for up to 
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three weeks. After thawing, the cells (3 to 4 X 10" cells per 
milliliter) were homogenized with a tight Teflon-glass 
homogenizer (1200 rpm, 50 strokes) in a cold solution 
containing 0.2 mol/L of sodium chloride, 0.1 mol/L of 
glycine, 0.1% (wt/vol) octoxynol-9 (Triton X-100), 0.01% 
(wt/vol) soybean trypsin inhibitor, and 0.02M TRIS-hydro- 
chloride buffer, at a pH adjusted to 7.5 at 4°C. The 
homogenates were centrifuged at 15 000 g for 30 minutes at 
4°C, and aliquots of the supernatants were taken for the 
enzyme assays. 

Prolyl 4-hydroxylase activity was assayed by measuring 
the formation of radioactive 4-hydroxyproline using a 
proline labeled “C type I procollagen as substrate." In 
addition, galactosylhydroxylysyl glucosyltransferase ac- 
tivity was assayed from the patient’s serum by determin- 
ing the radioactive glucosylgalactosylhydroxylysine 
formed in a gelatinized calf skin collagen substrate." 


Assay of Type | Procollagen 
mRNA Steady-State Level 


Total cellular RNA was isolated as described previously” 
but omitting the homogenization procedure and used for 
the dot-blot hybridization assay. The RNA samples were 
dotted (0.1 to 1.0 ug of RNA) onto nitrocellulose paper" and 
the filters were hybridized with recombinant plasmid 
Hf677" containing complementary DNA (cDNA) for 
human proal(I) mRNA. The recombinant plasmid was 
labeled with phosphate 32 nucleotides by nick-translation 
in the presence of la-”pldeoxy-CTP and [a-"P]deoxy-GTP 
(3000 Ci/mmol) until a specific activity of 5 to 8 X 10" 
epm/ug was reached.” The amount of recombinant plasmid 
»P hybridized to mRNA was visualized by autoradiogra- 
phy for about 24 hours using film (Kodak X-omat) and 
casettes with intensifying screens. The autoradiograms 
were quantitated by scanning with densitometer (Kontes 
K 495000) connected to a computing integrator (Spectra- 
Physics SP4100). 


Other Assays 


The aminoterminal propeptide of type III procollagen 
from serum was assayed as described earlier.” 


RESULTS 


Collagen production was increased about sixfold in 
the fibroblast cultures established from the lesional 
skin as compared with the control fibroblasts (Fig 2, 
left). In the same cultures, total protein synthesis, 
measured in terms of the incorporation of proline “C 
was increased 2.4-fold (Fig 2, right). In contrast 
collagen synthesis was not increased in the cells 
obtained from the unaffected skin of the patient. 
Thus, the relative collagen synthesis, calculated as 
the ratio of hydroxyproline “C to total carbon 14 
radioactivity, was increased 2.5-fold, attesting to 
selectivity of the increased collagen production. The 
enhanced procollagen production was accompanied 
by elevated prolyl hydroxylase activity in the cells. 
The prolyl hydroxylase activity was in the fibro- 
blasts derived from the affected skin of the patient 
34.2 X 10° dpm/10* cells, and corresponding value in 
control fibroblasts was 8.6 X 10° dpm/10* cells. 

To examine the possible mechanisms for increased 
collagen production, type I procollagen mRNA levels 
were determined using a cDNA clone specific for 
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Fig 2.—Collagen and total protein synthesis in fibroblast 
cultures from patient with sclerodermalike skin changes. Fibro- 
blast cultures established from patient (P) and controls (C) 
were labeled with proline tagged with carbon 14(C). Nondia- 
lyzable hydroxyproline “C and total carbon 14 radioactivity 
were determined, as described in the “Patients and Methods” 
section. Patient values are mean of duplicate determinations, 
and control values are expressed as mean + SD (n = 5; each 
cell line assayed in duplicate). 


human proal(I) collagen mRNA sequences. The 
hybridization studies revealed a marked relative 
increase in type I collagen mRNA of about 2.7-fold 
compared with the control fibroblasts (Fig 3). This 
parallels the increase noted in the procollagen syn- 
thesis and suggests that the increased collagen pro- 
duction is a result of increased collagen mRNA. 


COMMENT 


Several mechanisms could explain the elevated 
steady-state level of type I procollagen mRNA. For 
example, the transcriptional activity of type I colla- 
gen genes could be increased. Alternatively, the 
degradation and turnover of collagen mRNA could be 
reduced. Irrespective of the exact mechanism, the 
increased type I procollagen mRNA level supports 
previous suggestions that the regulation of collagen 
gene expression occurs largely on the transcriptional 
level.”* For example, previous studies on scleroder- 
ma fibroblasts have shown that procollagen messen- 
ger mRNA activity is increased when examined by a 
cell-free translation assay.” Direct measurements of 
collagen mRNA levels utilizing specific cDNA clones 
and hybridization techniques have indicated that 
collagen mRNA levels are increased twofold to sev- 
enfold in fibroblasts established from the skin of 
patients with localized scleroderma.” The increase in 
the collagen mRNA levels in these cases correlated 
with the procollagen synthesis level. Thus, it is 
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Fig 3.—Dot-blot hybridization of RNA isolated from skin fibro- 
blasts established from control (C) or patient with sclerodermal- 
ike skin changes (P). Total RNA, 1.0, 0.6, 0.4, 0.2, or 0.1 ug 
per slot, was applied onto nitrocellulose filter and then hybrid- 
ized with procollagen-specific complementary DNA (Hf677). 
Filters were subjected to autoradiography. 


evident that at least in some scleroderma fibroblasts, 
increased procollagen synthesis is due to an 
increased amount of mRNA. A good correlation 
between the rate of collagen production and type I 
procollagen mRNA level also has been noted in 
keloid fibroblast cultures.” In the case of keloids, the 
increase in type I procollagen mRNA level was 
selective. Type III procollagen mRNA was not 
altered, with a resultant elevation in the ratio of type 
I to III procollagen mRNA.” 

Neither collagen glucosyltransferase activity nor 
type III procollagen peptide was increased in the 
serum of our patient. This indicates that extensive 
skin disease does not affect the levels of the enzymes 
of collagen biosynthesis” or type II procollagen 
peptides in the serum. Such increases occur in some 
patients with liver diseases.” 

Although the patient studied herein demonstrated 
sclerodermalike cutaneous involvement, she clearly 
did not have either systemic or localized seleroder- 
ma. Rather, the clinical features, histopathologic 
findings, and the presence of paraproteinemia were 
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suggestive of scleredema with extensive dermal 

fibrosis.” Recently, we studied four patients who had 
both dermal fibrosis and paraproteinemia, suggest- 
ing a causal relationship between these two clinical 
features.” Our studies indicate that serum samples 
from some of the patients with paraproteinemia and 
dermal fibrosis markedly stimulated procollagen 
synthesis in fibroblast cultures in vitro, suggesting 
that these patients may have circulating factors that 
stimulate collagen synthesis also in vivo resulting in 
dermal fibrosis. If such mechanism is operative in 
these patients in vivo, the present results suggest 
that the phenotypically increased procollagen pro- 
duction is a stable feature of these cells, since the 
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collagen overproduction was retained in culture at _ 
least up to passage six. Such a stable phenotype could s 
be explained by selection of dermal cell population 
active in procollagen synthesis.“ Alternatively, the — 
etiologic factors may have led to permanent alter- 
ation in the regulatory elements, such as promoter 
and enhancer sequences of the gene controlling the 
type I procollagen gene expression in fibroblasts. 
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Etretinate Therapy for 


Generalized Pustular Psoriasis in Children 


< Lori S. Shelnitz, MD, Nancy B. Esterly, MD, Paul J. Honig, MD 


® Two children, 19 months of age, were independentiy 
treated with a compassionate protocol of etretinate 
-therapy for recalcitrant, debilitating pustular psoriasis. 
Laboratory test results, roentgenograms of the spine, 
and bone age were periodically monitored. Over a 3%- 
year period of intermittent treatment with a maximum 
-dosage of 1.5 mg/kg/d, both children showed remark- 
ible improvement with no apparent drug effect on growth 
and development. Side effects included xerosis, skin 
fragility and transient, minimal elevations of aspartate 
aminotransferase, lactic dehydrogenase, and triglyceride 
levels. Etretinate therapy may prove to be a viable 


treatment option for the child with intractable pustular 


psoriasis that seriously impairs quality of life. 
— (Arch Dermatol 1987; 123:230-233) 


P pediatric patients, the treatment of generalized 
*. pustular psoriasis poses a therapeutic dilemma, 
as well as a therapeutic challenge. There are less 
_ than 75 children with generalized pustular psoriasis 
described in the literature. To our knowledge, a safe 
and consistently effective treatment modality has 
not yet been identified.’ With the objective of 
-achieving reasonable control of a chronic, debilitat- 
_ ing skin disorder, relieving physical discomfort, and 
_ improving quality of life, we have treated two young 
_ children with a compassionate protocol of etretinate 
therapy for severe recalcitrant generalized pustular 
psoriasis. Both have had successful control of their 
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disease without evidence of untoward effects of the 
drug. 


REPORT OF CASES 


Case 1.—An 11-month-old female infant was referred to 
the dermatology clinic at Children’s Memorial Hospital, 
Chicago, in September 1982 for evaluation of a skin 
eruption that had been present since she was 6 weeks of 
age. She was born at 39 weeks’ gestation, weighing 1.7 kg. 
By 2 months of age, she developed an erythematous, 
pruritic, scaly eruption involving the neck, axillae, and 
diaper area. By 4 to 5 months, the rash was generalized and 
pustular, involving all areas except the palms and soles. A 
diagnosis of psoriasis was confirmed histologically. 
Despite an initial good response to conservative therapy, 
the patient continued to have cyclical flares of her erup- 
tion, with marked irritability. 

The patient was admitted to Children’s Memorial Hospi- 
tal at 13 months of age. Her weight (7.2 kg) was in the 50th 
percentile for a 6-month-old infant, and her height (72 em) 
was in the fifth percentile for her age. Her cutaneous 
examination was remarkable for a generalized, erythema- 
tous, scaly eruption, annular lesions on the distal limbs, 
crusting of the scalp, and scattered pustules over the arms, 
hands, and feet (Color Fig 1). There was no pitting of the 
nails. A skin biopsy specimen was diagnostic for pustular 
psoriasis (Figure). Treatment with low-potency topical 
corticosteroids, Burow’s soaks, antiseborrheic shampoo, 
mild keratolytic agents, antihistamines, and oral antibiot- 
ics brought no relief. The patient’s temperature frequently 
spiked to 39°C, and her white blood cell count remained 
greater than 20 000/mm:! (20 x 10°/L). She refused to feed, 
cried continually, and failed to gain weight. At the urging 
of her parents, we instituted a trial of isotretinoin (10 to 15 
mg daily) for five months, but waves of pustules continued 
to erupt, along with intermittent flares of erythema. 
Results of a failure-to-thrive workup, including thyroid 
studies, quantitative immunoglobulins, and screening tests 
for malabsorption, were unrevealing. 

At 19 months of age, the patient's weight (8.2 kg) was in 
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the 50th percentile for an 8-month-old infant, and she did 
not yet walk or talk. Because of the severity of the disease, 
failure of prior treatments, distress of parents and child, 
and a desire to avoid the potential serious side effects of 
methotrexate therapy, an etretinate protocol approved by 
the hospital internal review board was started in May 
1983. Baseline laboratory values were normal, except for a 
mildly elevated lactic dehydrogenase level. Roentgeno- 
grams of the spine were normal, but bone age was mark- 
edly delayed at 9 to 10 months of age. 

During the first month of treatment, the patient’s 
dosage was gradually increased to 10 mg/d (1.2 mg/kg). 
The pustules resolved, and the degree of erythema and 
scaling were greatly reduced (Color Fig 2). Appetite, 
spirits, and activity level increased, and the patient began 
to walk. For the next six months, she remained free of 
pustules and had only scattered guttate lesions on the 
trunk and limbs. Etretinate therapy was discontinued Feb 
10, 1984. 

A second course of etretinate was initiated one month 
later at a dosage of 10 mg/d, because of a flare-up when the 
therapy was discontinued for two weeks (Color Fig 3). 
Control was achieved after one month of therapy, and the 
dosage was lowered to 10 mg every other day. Throughout 
the second course, results of laboratory studies and roent- 
genograms of the spine remained normal; bone age was 
estimated to be 2 years at a chronological age of 3 years, 2 
months. Etretinate therapy was discontinued Jan 1, 1985 
(Color Fig 4). 

Because of a pustular flare, a third course of etretinate 
was instituted April 16, 1985, at a daily dose of 10 mg (0.8 
mg/kg), and was decreased to 10 mg every other day 
shortly thereafter. Results of laboratory studies and roent- 
genograms of the spine were again normal. The third 
course of etretinate was completed in February 1986. The 
patient’s bone age is now 2 years, 6 months, at a chrono- 
logical age of 4 years, 5 months. She continues to be small 
for her age (weight, 13.6 kg; height, 95 em), but her spirits, 
language, and development, and motor activity are on a 
par with those of a normal, healthy 4-year-old child. 

CASE 2.—A female infant was born weighing 2 kg after 
an uncomplicated 34-week gestation. At 16 months of age, 
she developed scattered pustules in the diaper area, which 
were culture positive for Staphylococcus aureus. The 
lesions responded to antibiotic therapy but reappeared two 
months later, failing to clear at that time with either 
topical or systemic antibiotic therapy. 

At 19 months of age, the patient was hospitalized and 
treated for presumed staphylococcal pustulosis with ceph- 
alexin (Keflex) and oral prednisone. After four days pred- 
nisone therapy was discontinued, the fever returned, and 
the erythematous pustular eruption spread to involve the 
entire body surface. On Dec 30, 1983, the child was 
admitted to the Children’s Hospital of Philadelphia. On 
admission, positive physical findings were limited to the 
skin, which revealed diffuse erythema, edema, scales, and 
pustules, with desquamating palms and soles and thick 
scales and crusts in the scalp. Laboratory values were all 
normal except for an increased platelet count. Skin cul- 
tures were positive for Pseudomonas, a-hemolytic strepto- 
cocci, and coagulase-positive S awreus. Findings of a skin 
biopsy were compatible with psoriasis. The patient was 
discharged after the eruption resolved almost totally on a 
regimen of fluocinolone acetonide cream, clotrimazole, and 
erythromycin ethylsuccinate. She did well until one month 
later, when the psoriasis flared and could not be con- 
trolled. 

On July 3, 1984, an etretinate protocol approved by the 
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Biopsy specimen of pustule from patient 1 showing typical 
histologic changes of pustular psoriasis (hematoxylin-eosin, 
X 100). 


hospital internal review board was initiated (Color Fig 5). 
Results of all baseline studies, including roentgenograms 
of the spine, were normal. Etretinate therapy was started 
at a dosage of 0.25 mg/kg/d (total, 2.5 mg/d), which was 
subsequently increased to a maximum of 1.5 mg/kg/d over 
the ensuing months (Color Fig 6). Side effects included dry, 
pruritic skin and skin fragility, which resulted in superfi- 
cial denudation with minimal friction. Results of all labo- 
ratory studies remained within normal limits. Bone age 
was 1 year, 6 months, at a chronological age of 2 years, 1 
month, and was unchanged at 2 years, 8 months. After six 
months of therapy, the patient’s eruption, appetite, mood, 
and physical activity were all noticeably improved. The 
etretinate dosage was decreased during subsequent 
months to 0.25 mg/kg/d by June 24, 1985. Shortly thereaf- 
ter, the patient’s psoriasis began to flare. A dosage of 1.0 
mg/kg/d (10 mg/d) was therefore reinstituted, and over a 
three-month period, the patient began to improve, showing 
decreased erythema and scaling. 

At the present time, the patient is doing well on a 
regimen of 7.5 mg of etretinate per day (patient’s weight, 
11 kg). All laboratory values remain within normal limits. 
The patient’s height and weight remain below the fifth 
percentile; her bone age is 2 years, 6 months, at a chrono- 
logical age of 3 years, 7 months. 


COMMENT 


Pustular psoriasis refers to a group of disorders 
characterized by recalcitrant, sterile pustular erup- 
tions.‘ Although the localized forms generally 
respond to topical steroids or methoxsalen plus 
ultraviolet light in the A range, the generalized 
forms, particularly the von Zumbusch type, may be 
life threatening and resistant to therapy.” Until the 
retinoids became available, methotrexate, methox- 
salen plus ultraviolet light in the A range, and 
systemic steroids were the only viable treatment 
options apart from local therapy." Etretinate, an 
aromatic retinoid synthesized in 1972, has become a 
frequent choice of therapy for the ichthyoses, Dar- 
ier’s disease, pustular psoriasis, and other keratiniz- 
ing disorders. It is now available in many countries, 
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Color Fig 1.—Patient 1 at 14 months of 
age prior to etretinate therapy. 





Color Fig 4.—Patient 1 at 39 months of 
age at termination of second course of 
etretinate. 


age prior to 
therapy. 


although not yet approved for use in the United 
States.”"" 

The risk of skeletal toxicity is a major concern in 
treating children with etretinate. It is known that 
chronic hypervitaminosis A causes multiple bony 
changes, including demineralization, thinning of the 
long bones, cortical hyperostoses, periostoses, and 
premature closure of the epiphyses.""“” There are 
numerous reports of skeletal hyperostoses and sever- 
al reports of premature closure of the epiphyses from 
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Color Fig 2.—Patient 1 at 21 months of 
age, after two months of etretinate thera- 
py at a dosage of 10 mg/d. 





Color Fig 5.—Patient 2 at 19 months of 


initiation of etretinate 





Color Fig 3.—Patient 1 at 30 months of 
age prior to initiation of second course of 
etretinate. 





Color Fig 6.—Patient 2 at 22 months 
after three months of etretinate ther- 


apy. 


isotretinoin therapy in children." To date, there 
has been only one report of a bony abnormality 
associated with etretinate administration in chil- 
dren. Sillevis Smitt and De Mari” described a 19- 
year-old patient who had ossification and calcifica- 
tion of the interosseal membranes of both forearms 
after receiving five years of etretinate therapy (1 
mg/kg) for lamellar ichthyosis. An additional case of 
note is that of a 38-year-old man with recessively 
inherited ichthyosis: he had been treated for five 
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years with 25 to 75 mg of etretinate daily, but he also 
had a history of seven years of oral vitamin A 
therapy (200 000 to 300 000 um daily).” This man 
experienced onset of diffuse skeletal hyperostosis 
with symptoms beginning in the fourth year of 
etretinate therapy. 

Because most publications have not documented 
any skeletal abnormalities caused by etreti- 
nate,“ it has been postulated that the adverse 
effect of isotretinoin is due to the selective inhibition 
of collagenase synthesis not shared by etretinate.” 
However, two recent reports of ligamentous calcifi- 
cation and bony spurring in adults receiving etreti- 
nate therapy over a long period of time suggest that 
the long-term effects of the two drugs may be 
similar.” 

Although etretinate therapy may prove to be a 
relatively safe and effective treatment option for 
children with debilitating pustular psoriasis, the 
disease can be controlled, not cured, with etretinate 
therapy, and some patients may require long-term 
maintenance.”” To our knowledge, there is only one 
report in the literature describing the use of etreti- 
nate for treatment of generalized pustular psoriasis 
in a child.” This 112-year-old boy had extensive 
disease from the age of 6 months. He experienced 


clinical remission on a regimen of 1.3 mg/kg/d of 
etretinate for three months but required low-dose 
maintenance therapy (10 mg, one to tvvo times vveek- 
ly) because of subsequent relapse. He then suffered 
several relapses despite etretinate therapy. 

Because of insufficient experience with this drug 
in growing children, no risk figures are available for 
adverse effects on the skeletal system. To date, the 
longest reported course of etretinate therapy given 
to a child without apparent toxic effect has been six 
years (alternating doses of 25 mg/d and 50 mg/d, for 
a cumulative dose of 82 g in an 8-year-old child with 
bullous ichthyosiform erythroderma)." Another 
report describes doses of 2 mg/kg/d administered 
consecutively for 36 to 42 months to growing children 
without detrimental effect.” Nevertheless, until 
more data are available the use of etretinate should 
be restricted to children with severe recalcitrant 
disease that seriously impairs their quality of life. It 
is hoped that the gradual accumulation of toxicity 
data in such patients will eventually permit us to 
prescribe etretinate with a more informed apprecia- 
tion of the risk/benefit ratio for pediatric patients. 

Hoffmann-LaRoche Inc, Nutley, NJ, provided support for the 


color illustrations and the etretinate for the treatment of the two 
patients described in this article. 
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Familial Focal Alopecia 


A New Disorder of Hair Growth Clinically Resembling Pseudopelade 


John T. Headington, MD, Nancy Astle, MD 


e A 14-year-old girl was evaluated for patchy hair loss 
present from early childhood. Her mother was found to 
have a similar condition. When studied in transverse 
section, biopsy specimens from both women showed 
marked anagen-telogen transformation that circumstan- 
tially appears to be irreversible. Preservation of telogen 
epithelium with absence of inflammation and scarring 
readily separate focal familial alopecia from the pseudo- 
pelade state and from localized alopecia areata. To our 
knowledge, this is the first description of a new familial 
disorder causing focal alopecia. 

(Arch Dermatol 1987; 123:234-237) 


Tis study describes, for the first time to our 
knowledge, a familial but noncongenital focal 
hair loss of the scalp that clinically simulates the 
small-patterned asymmetrical form of pseudopelade. 
Although clinically resembling pseudopelade, the 
histologic findings are diagnostically different. The 
separation of a familial focal form of alopecia from 
other disorders causing the pseudopelade syndrome 
(“Petat pseudo-peladique”): has useful therapeutic 
implications and further expands the clinical spec- 
trum of persistent focal hair loss from the scalp. 


REPORT OF CASES 


A 14-year-old girl was first seen in consultation in the 
University of Michigan, Ann Arbor, Department of Der- 
matology, because of “thin hair.” Gestation, birth, growth, 
and development had all been normal except for scalp hair. 
The patient’s mother related that the daughter’s hair was 
unusually thin from birth until about age 4 years. During 
early childhood, general hair growth appeared to be nearly 
normal, although some very thin areas over the vertex had 
enlarged and become more noticeable. There was no histo- 
ry suggesting increased hair shaft fragility or effluvia; 
periodic hair cuts had been required. There were no 
siblings. 

Effective cosmetic cover was only partially achieved by 
selective combing. Patchy areas of.decreased hair density 
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ing 
vvith occasional short hairs and areas of complete hair loss. 
İnflammation is absent. 


(up to 50% or more) with some short hairs were found over 
the vertex and in the upper parietal areas (Fig 1). Affected 
areas blended with those less affected so that discrete or 
sharply marginated areas of hair loss were not seen. 
Empty follicular orifices were obscured but were not 
absent. Broken and isolated hairs in an otherwise empty 
area were not found. The pull test was normal. There was 
no epidermal scale or inflammation. The texture of the 
remaining dark brown hair was unremarkable. The in situ 
appearance of hair in tangent and reflected light was 
normal. Hair shafts appeared to be microscopically normal 
in both transmitted and polarized light. The remainder of 
the skin, permanent teeth, and nails were unremarkable. 

A 4-mm punch biopsy of a thinned hair-bearing area was 
performed. Histologic sections were prepared in trans- 
verse planes at levels slightly above and below the entry of 
sebaceous ducts as previously described. Follicular units 
were normal in density (normal = —1/mm?) (Fig 2, top). 
The number of normal terminal follicles in anagen was 
markedly decreased (Figs 2, top, and 3). Residual follicular 
epithelium was represented by basaloid telogen germinal 
units (late-stage telogen follicles), some of which had a 
complex radiate transverse pattern. One to three telogen 
germinal units were present in each follicular unit. The 
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Fig 2.—Top, Transverse section of 
involved scalp (daughter). Follicular units 
are normal in number (n = 18) and distri- 
buticn. Terminal follicles in anagen are 
reduced (n = 13), normal, 30 to 50. 
Remaining follicular epithelium is in late 
telogen. Sebaceous epithelium is near 
normal. There is no inflammation (hema- 
toxylin-eosin, X16). Bottom, Transverse 
section of involved scalp (mother). Follic- 
ular units are normal in number (n = 20). 
Terminal follicles in anagen are reduced 
(n = 5); normal, 30 to 50. Remaining 
follicular epithelium is in late telogen. 
Patterns of telogen epithelium are larger 
and more complex than those in daugh- 
ter. Sebaceous epithelium is markedly 
diminished or absent in some follicular 
units (hematoxylin-eosin, X16). 


adventitial collagen (perifolliculum) of the follicular unit 
was normal in appearance and density. There was no 
inflammation. Sebaceous epithelium was present and near 
normal in cross-sectional area in most follicular units. 
Slight focal proliferative and dysplastic changes were 
noted in a few outer sheaths of terminal follicles sectioned 
below the entry of the sebaceous ducts (Fig 4). A small 
keratinous microcyst was present in one follicular unit 
(Fig 5). In deep sections, dermal papillae of hair bulbs 
appeared to be normally formed. 

The patient’s mother, aged 43 years, was also found to 
have focal hair thinning in a similar pattern over the 
vertex. Beginning as a teenager, this had been present for 
many years but was not present at birth. Adjacent hair 
density had been adequate to provide full cosmetic cover 
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and there had been no apparent extension of the involved 
area for some time. She had not considered this a signifi- 
cant problem. Results of examinations of the father and 
the maternal grandmother were normal. No other family 
members were known to be involved. 

Microscopic examination of a scalp biopsy specimen 
from an involved area, from the mother showed a pattern 
of late telogen follicles similar to that found in the 
daughter (Figs 2, bottom, and 6). Residual telogen germi- 
nal epithelium was greater in cross-sectional areas and 
more complex in pattern than that found in the biopsy 
specimen from the daughter (compare Fig 2, top, with Fig 
2, bottom). There also was partial to complete loss of 
sebaceous epithelium associated with some of the telogen 
germinal epithelia of affected terminal follicles. 
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terminal follicle in anagen. A second follicle is represented by 
complex basaloid telogen germinal epithelium. Sebaceous 
epithelium and follicular adventitia are normal. Inflammation is 
absent (hematoxylin-eosin, X 125). 
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within telogen germinal epithelium. Cystic changes are not 
encountered in normal cycling telogen germ (hematoxylin- 
eosin, X 125). 


COMMENT 


Familial focal alopecia appears to be a novel 
condition. An important distinction is that the focal 
hair loss in the two affected individuals described in 
this study appeared during childhood and was clear- 
ly not congenital. The rare and varied localized 
congenital alopecias including aplasia cutis,’ congen- 
ital triangular alopecia,‘ and certain less well- 
defined lesions‘ can therefore be excluded. Localized 
noncongenital hereditary or familial alopecia must, 
therefore, be indeed rare, for none are included in a 
recent review of hereditary and congenital alopecia 
and hypotrichosis.° 

Clinical findings in familial focal alopecia closely 
simulate pseudopelade. As in pseudopelade, follicu- 
lar orifices may be obscured, particularly after many 
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dered grovvth) of tricholemma belovv level of entrance of 
sebaceous duct (arrovvs) (hematoxylin-eosin, X125). 





are represented by complex arrays of basaloid telogen germi- 
nal epithelium. Sebaceous epithelium is absent. There is no 
inflammation (hematoxylin-eosin, X125). 


years of involvement. The absence of inflammation 
is, in itself, not a diseriminating point, as some cases 
of pseudopelade do not clinically present as inflam- 
matory lesions. In familial focal alopecia, hairless 
skin is normal in color and texture. The pull test is 
characteristically negative. In active pseudopelade, 
the pull test is generally positive for anagen hairs: 
the intact glistening cylinder of inner sheath keratin 
clings to the proximal end of the extracted hair. 
Single isolated hairs, either normal in appearance or 
exceptionally curly that persist in the center of an 
atrophic-appearing area, a hallmark of pseudope- 
lade, are not encountered in familial focal alopecia. 
Clinical findings of follicular hyperkeratosis and 
scarring common to lichen planopilaris and discoid 
lupus erythematosus, respectively, are also not a 
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feature of familial focal alopecia. 

Familial focal alopecia is readily distinguished 
microscepically from pseudopelade and its close sim- 
ulants. The salient and distinctive microscopic fea- 
tures of familial focal alopecia are as follovvs: (1) 
persistent late-stage telogen germinal epithelium 
(“telogen arrest”); (2) absent inflammation; (3) pres- 
ervation of sebaceous epithelium until late; and (4) 
slight proximal tricholemmal dysplasia. Early 
female and androgenetic alopecia is characterized by 
normal numbers of smaller follicles with only a 
slight increase in follicles in telogen. 

These microscopic findings, in particular the 
absence of inflammation and the persistence of 
telogen germinal epithelium, readily separate famil- 
ial focal alopecia from pseudopelade and the major 
simulants of pseudopelade, ie, lichen planopilaris 
and discoid lupus erythematosus. Primary scarring 
disorders of the scalp including pseudopelade, lichen 
planopilaris, and discoid lupus erythematosus are all 
characterized by lymphocytic inflammation, particu- 
larly in early phase lesions, and by complete loss of 
all follicular and sebaceous epithelium, including 
telogen germ in late-stage lesions. From a compara- 
tive histologic standpoint, the microscopic findings 
in familial focal alopecia do not overlap with the 
pseudopelade phenomenon. 

The hair growth problem identified in this novel 
familial scalp disorder appears to be one of recalci- 
trant telogen arrest. On review, the cause and patho- 
genesis of persistent telogen arrest appear to be 
quite obscure. But now, with the discovery of a 
familial alopecia characterized by telogen arrest, 
both genetic and inflammatory processes can be 
implicated. 

The conversion of a terminal hair follicle from 
telogen to anagen is an extraordinary biologic inte- 
gration of cellular proliferation and differentiation. 
Changes are no less remarkable during anagen- 
to-telogen conversion as this process requires a 
carefully orchestrated volumetric reduction of the 
outer hair sheath, disappearance of matrix cells, the 
formation of a nonspecialized telogen germinal epi- 
thelium, as well as involution of the dermal papilla. 
During anagen, a molecular message from the der- 
mal papilla must be received by presumptive matrix 
and outer sheath cells for continued growth and 
differentiation. During catagen-telogen, normal 
cyclic involution of the follicle may result from a 
separate and different message from the dermal 
papillae, er may simply follow absent or subthresh- 


old levels of the message for growth, or may follow 
the development of refractoriness by matrix and 
outer sheath. 

In alopecia areata, an inflammatory disorder 
which is also histologically and physiologically char- 
acterized by telogen arrest, the pathogenesis appears 
to be a lymphocyte-mediated autoimmune phenome- 
non.” In alopecia areata, telogen arrest follows 
short-term progressive matrix failure. Inappropriate 
immunologic modulation of matrix cells might possi- 
bly alter the normal receptiveness of matrix epithe- 
lium to the specific molecular directives of papillary 
mesenchyme.’ That this effect is reversible, after 
years of suppression is well known—a few fortunate 
individuals spontaneously recover from alopecia 
totalis or alopecia universalis even decades after 
onset. Such events clearly suggest that a permanent 
refractoriness of telogen germinal epithelium is not 
the fault in alopecia areata. In alopecia areata, 
telogen germ is ready to proliferate and differentiate 
in a normal mode as soon as the immunologic 
miasma is lifted. 

Apparently, however, reversible telogen arrest is 
not the circumstance in familial focal alopecia. There 
appears to be nothing temporary about the refracto- 
riness of telogen epithelium in this disorder. Geneti- 
cally programmed failure to convert from telogen to 
anagen could result from either qualitative or quan- 
titative abnormalities of a molecular message 
derived from the dermal papillae. Alternatively, the 
papilla itself could fail to properly develop, and there 
could also be receptor site failure on/in matrix 
cells. 

Elucidation of the mechanism for telogen arrest 
necessarily awaits the determination of the molecu- 
lar basis for the turn-on/turn-off stromal epithelial 
relationship between hair papillae and hair matrix. 
Familial focal alopecia with telogen arrest, there- 
fore, represents a modest but new insight into the 
probability that normal cyclic hair growth and hair 
loss are tightly controlled by-products of the 
genome, and its recognition adds yet another disor- 
der to the list of focal alopecias. 

A diagnosis of familial focal alopecia will preclude 
the use of the anti-inflammatory agents often used 
for treating pseudopelade, discoid lupus erythemato- 
sus, and lichen planopilaris. If, after a one- to 
two-year period of observation there has been no 
increase in the size of the involved area, we will offer 
scalp reduction for improved cosmesis in the younger 
woman. 
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‘Transient Acantholytic Dermatosis 


in Immunocompromised Febrile 


Patients With Cancer 


Thomas D. Horn, MD, George E. Groleau, MD 


e A focal acantholytic dermatosis resembling tran- 


sient acantholytic dermatosis (TAD) Clinically and histo- 


‘logically occurred in four immunocompromised and per- 
‘sistently febrile patients with various malignant neo- 
plasms. No pathologic organism was isolated in cultures 
from blood or from the actual skin lesions. The rash 

resolved over several days, coinciding with deferves- 
cence. As do authors of other reports of TAD, we believe 
“that the etiology of TAD is related to heat, persistent 
_ fever, and/or sweating. 

(Arch Dermatol 1987;123:238-240) 


[Transient acantholytic dermatosis (TAD), first 
described by Grover' in 1970, is a papulovesicular 
-eruption usually occurring on the chest, back, and 
— thighs. Lesions may be transient, lasting two weeks 
to several months, or chronic, persisting for several 
_ years. The cause of the eruption is not known. The 
precipitation of TAD following sun exposure“ and 
the exacerbation of TAD preceded by activities that 


— induce sweating*: have been well established. We 


herein report the finding of a focal acantholytic 
_ dermatosis clinically and histologically resembling 
TAD in immunocompromised patients with cancer, 
neutropenia, and fever. 


REPORT OF CASES 


Case 1.—A_ 50-year-old woman with a diagnosis of malig- 
~ Nant melanoma (stage 1; Clark level III; Breslow thickness, 


— 2.09 mm) underwent resection in December 1976. A regi- 


: men of carmustine was begun in October 1984 after 
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detection of widespread metastases. Twenty-two days lat- 
er, the patient was admitted with a temperature of 38.3°C, 
granulocytopenia, and a papulovesicular rash over the 
trunk and extremities (Figs 1 and 2). The white blood cell 
(WBC) count was 0.1 x 10°/mm? (X10°/L), hematocrit was 
33.4% (0.33), hemoglobin level was 11.1 g/dL (111 g/L), and 
platelet count was 20 000/mm:? (20 X 10°/L). A biopsy spec- 
imen of a vesicle revealed focal suprabasilar acantholysis 
(Figs 3 and 4). No basket-weave degeneration or inclusion 
bodies were detected. Cultures and special stains of the 
skin biopsy specimen for bacteria, fungi, viruses, and 
mycobacteria were negative. Blood cultures also were 
negative. The eruption persisted for five days and resolved 
spontaneously without scarring. 

CASE 2.—A 64-year-old woman with metastatic adeno- 
carcinoma of undetermined origin underwent an omentec- 
tomy and received intraperitoneal cyclophosphamide (Cy- 
toxan), etoposide, and cisplatin in March 1985. Her postop- 
erative course was complicated by fever, granulocytopenia, 
and Candida esophagitis. Her medications included cefo- 
taxime sodium, tobramycin sulfate, and amphotericin B as 
well as one dose of cefazolin sodium. On her tenth postop- 
erative day, she developed an erythematous papulovesicu- 
lar eruption on her trunk. Her temperature at the time of 
the eruption was 39.4°C. Histologic evaluation of a charac- 
teristic lesion revealed focal suprabasilar acantholysis. 
Periodic acid-Schiff, Brown-Brenn, and acid-fast stains 
were negative. Cultures of blood and skin were negative for 
bacteria and fungi. Culture of an esophageal biopsy speci- 
men yielded Candida albicans. Her rash persisted for 
approximately seven to ten days. 

CASE 3.—A 65-year-old man with a diagnosis of acute 
nonlymphocytic leukemia was admitted for induction 
chemotherapy consisting of cytarabine. The characteristic 
erythematous papulovesicular rash developed on the trunk 
and dorsal surface of the feet at the end of the chemother- 
apeutic course, after several days of a febrile illness 
(38.8”C on several successive days), with negative blood 
cultures. Other medications at this time included furose- 
mide, potassium chloride, allopurinol, sulfamethoxazole- 
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Fig 1.—Papulovesicular lesions on back of patient 1. 


Fig 2.—Papulovesicular lesions in characteristic location 
dorsae of feet. 


Fig 3.—Histologic section showing focal acantholysis and 
vesicle formation (hematoxylin-eosin, X 100). 


trimethoprim, docusate sodium, triazolam, various antac- 
ids, metoclopramide hydrochloride, nystatin oral suspen- 
sion, piperacillin sodium, and amikacin sulfate. Skin biop- 
sy specimens were processed as for patient 1 and showed 
only suprabasilar acantholysis. A viral culture was nega- 
tive for herpes group infection. At this time, the following 
hematologic values were obtained: WBCs, 0.3 X 10"/mm" 
(X10°/L); hematocrit, 31.7% (0.31); and platelets, 54 000/ 
mm? (54 X 10°/L). The patient’s course was complicated by 
a deep venous thrombosis and by drug-induced renal 
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Fig 4.—Higher magnification of section shown in Fig 3 (hema- 
toxylin-eosin, X640). 





failure. The rash persisted with increasing numbers of 
lesions for approximately seven days before subsiding 
without scarring. 

CASE 4.—A 63-year-old man with a diagnosis of acute 
nonlymphocytic leukemia was admitted for his initial 
course of chemotherapy. The patient developed a rash 
several days after completion of intravenous cytarabine 
and daunorubicin hydrochloride. The onset of the eruption 
coincided with the nadir of hematologic values and 
occurred after the patient had been intermittently febrile 
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for a week. The maximum temperature reached was 
40.0”C. At the time of initial examination, the patient was 
“receiving the following medications: piperacillin sodium, 
ceftazidime, amphotericin B, lorazepam, various antacids, 
and acetaminophen. The WBC count was less than 
0.1 *10'/mm' (X10"/L), platelet count was 33 000/mm’ 
(83 x 10°/L), and hematocrit was 31.2% (0.31). The rash 
» consisted of widely scattered erythematous papulovesicles 
“on the trunk, proximal extremities, and dorsal surface of 
the feet. Biopsy specimens were processed as for patient 1. 
‘+ Routine histologic sections revealed focal suprabasilar 
- “acantholysis without evidence of viral changes. A culture 
- of a separate lesion was negative for herpes group viruses. 
A separate biopsy specimen obtained for immunopatholog- 
“ode study was also normal. Simultaneously drawn blood 
_ cultures were negative. The rash continued to spread, with 
“new lesions forming for several days before slowly disap- 
“pearing without searring. The course was complicated by 
the development of pleural effusions requiring ventilatory 
support. The patient is currently free of any rash two 
- months after consultation. 


COMMENT 


Transient acantholytic dermatosis has traditional- 

ly been associated with sun exposure and heat.*? 
‘Recently, numerous less-obvious situations leading 
to this disorder have been recognized. These include 
hot tub use, hot water bottle use, steam bathing, 
electric blanket use, wearing a polyester suit, and 
postoperative bed confinement.’ We herein report 
the occurrence of a focal acantholytic dermatosis in a 
group of patients routinely scrutinized for the pres- 
ence of rashes and their causes. 

The immunocompromised patient with cancer is at 
risk to develop a large number of complications. Skin 
<- eruptions are frequently the initial or main manifes- 
`: tation.of drug allergy, sepsis, or extension of the 
— malignant neoplasm. Clinical impression alone is 

-often not sufficiently reliable in these situations, as 
` subsequent treatment differs widely depending on 
— the etiology. Therefore, a skin biopsy may be instru- 
mental in the elucidation of the clinical status of the 
patient. 

In the four patients described herein, our initial 
differential diagnosis included the aforementioned 
conditions, as well as miliaria but, with the exception 
< of patient 4, did not include TAD. In patient 4, the 
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combination of a distinctive papulovesicular erup- 
tion, especially with involvement of the dorsae of the 
feet, led to the correct diagnosis prospectively. We 
found that the occurrence of lesions on the extremi- 
ties was characteristic of the patients in our series. 
Furthermore, the lack of pruritus was notable, in 
contrast to previously described cases of TAD. 

No culture from skin or blood revealed a pathogen- 
ic organism during the presence of the eruption. No 
evidence was found for malignant infiltration as the 
cause of the cutaneous lesions. All patients were 
receiving numerous medications during our observa- 
tions, yet no single medication or combination was 
consistently present among the four patients to 
explain the eruption. Therefore, the characteristic 
suprabasilar acantholysis (Figs 3 and 4) found in all 
biopsy specimens, in addition to the negative direct 
immunofluorescence in a separate biopsy specimen 
in patient 4, supported the diagnosis of TAD. 

We speculate, as did Hu et al, that the appearance 
of TAD was related to the excessive heat and sweat- 
ing occurring in the persistently febrile and bedrid- 
den patient. The common associations among the 
patients in our series were the presence of malignan- 
cy, therapy for the malignant neoplasm, and a 
prolonged febrile episode not related to sepsis. We 
emphasize this clinical setting as another inducer of 
a focal acantholytic process recognized as TAD. We 
would encourage other physicians to include TAD in 
the differential diagnosis of rashes occurring in 
similar patients. 


We acknowledge with thanks the efforts of Colin Wood, MD, 
and Antoinette F. Hood, MD, for their assistance with the 
photomicrographs. 
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Dermatosis —Horn & Groleau 











Review Article 


Xeroderma Pigmentosum 


Cutaneous, Ocular, and Neurologic 
Abnormalities in 830 Published Cases 


Kenneth H. Kraemer, MD; Myung M. Lee; Joseph Scotto, MS 


ə Quantitative frequencies of clinical abnormalities in 
xeroderma pigmentosum were estimated by abstracting 
published descriptions of 830 patients in 297 articles 
obtained from a survey of the medical literature from 
1874 to 1982. The median patient age was 12 years with 
nearly equal numbers of male and female patients. Cuta- 
neous symptoms (sun sensitivity or freckling) had a 
. median age of onset of between 1 and 2 years. Forty-five 
: “percent of the patients described had basal cell carcino- 
— ma or squamous cell carcinoma of the skin. The median 
age of first nonmelanoma skin cancer among patients 
with xeroderma pigmentosum was 8 years, more than 50 
years less than that among patients with skin cancer in 
the United States. Melanomas were reported in 5% of 
patients. Ninety-seven percent of the reported basal and 
squamous cell carcinomas and 65% of the melanomas in 
patients with xeroderma pigmentosum occurred on the 
face, head, or neck. Seventy percent probability of 
survival was attained at age 40 years, a 28-year reduction 
in. comparison with the US general population. Ocular 
abnormalities were reported in 40% of the patients 
described and were restricted to tissues exposed to 
ultraviolet radiation (lid, conjunctiva, and cornea) and 
included ectropion, corneal opacity leading to blindness, 
and neoplasms. Neurologic abnormalities were found in 
18% of the cases reported, consisting of progressive 
mental deterioration, hyporeflexia or areflexia, and pro- 
gressive deafness in some patients in association with 
dwarfism and immature sexual development. There was 
scant information concerning the efficacy of any thera- 
peutic regimen. 

(Arch Dermatol 1987;1 23:24 1-250) 
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205 pigmentosum is a rare genetic disease 
with clinical and cellular hypersensitivity to- 
ultraviolet radiation and defective DNA repair. — 
Patients with xeroderma pigmentosum experience 
sun-induced cutaneous and ocular abnormalities, 
including neoplasia. Some patients have, in addition, . 
progressive neurologic degeneration. Xeroderma pig- 
mentosum, thus, serves as a model disorder linking. 
defective DNA repair with clinical abnormalities | 
and neoplasia. Quantitative information concerning © 
the frequency of various clinical features of xeroder: 
ma pigmentosum would be useful in guiding patient. 
management and in increasing understanding of the: 
manifestations of defective DNA repair. To obtain 
such information rapidly, and to complement the 
establishment of a long-term prospective Xeroderma: 
Pigmentosum Registry (Xeroderma Pigmentosum 
Registry, c/o Department of Pathology, Room C520, 
Medical Science Bldg, New Jersey Medical School, 
100 Bergen St, Newark, NJ 07103), we performed a 
systematic study of 830 cases in 297 published arti- 
cles obtained by surveying the medical literature 
from 1874 to 1982, a span of 108 years. : 


MATERIALS AND METHODS 





A standard form for abstracting published case reports 
of xeroderma pigmentosum was prepared to probe for 207 
items of clinical or laboratory information. A separate 
form was prepared for each patient mentioned in a report. 
Since we utilized the information only to the extent stated. 
in the case report, there was, consequently, extensive 
information on some patients and minimal information on 
others. No attempt was made to gather unpublished infor- 
mation on the reported cases. The information on the 
abstracting form was converted into a computer-compati- 
ble code and entered into a mainframe computer (IBM 
370). The data were analyzed using a statistical analysis 
and data retrieval system (SAS, SAS Institutes Ine, Cary, 
Utilizing resources of the library of the National 
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Table 1.—Location of Authors and Number of 
Published Case Reports Surveyed 






Author Location Cases, No. (%) 
























United States 241 (29.0) 
Japan 91 (11.0) 
United Kingdom 74 (8.9) 
France 70 (8.4) 
Germany 66 (8.0) 

- Egypt 49 (5.9) 
India 29 (3.5) 
Netherlands 27 (3.2) 

< South Africa 21 (2.5) 
Turkey 18 (2.2) 
Algeria 17 (2.0) 
Israel 16 (1.9) 

ş Canada 16 (1.9) 
Tunisia 10 (1.2) 

= raq 9 (1.1) 
Soviet Union 8 (1.0) 
Others” 66 (8.0) 






Total 






1 "Six cases each from Czechoslovakia, Italy, and Sweden: five cases 
each from Uganda and Lebanon; three cases from Chile, Hungary, 
_ Norway, Rumania, Yugoslavia, and China; two cases each from Cuba, 
- Spain, Kenya, Sudan, Korea, and Malaysia: one case each from 
“Argentina, Austria, Belgium, Denmark, Switzerland, Nepal, Saudi Ara- 
bia, and Syria. 




































tutes of Health, Bethesda, Md, and the National Library of 
Medicine, Bethesda, Md, the English-language medical 
literature prior to 1983 was examined systematically for 
-case reports of patients with xeroderma pigmentosum. In 
addition, selected German-, French-, and Japanese-lan- 
Guage reports were translated into English and then 
_abstracted. Two hundred ninety-seven articles" (the com- 
plete list of references may be obtained from the National 
“Auxiliary Publication Service, West Hempstead, NY) were 
identified containing information on 830 patients with 
xeroderma pigmentosum. The articles were published from 
1874 (the first description of xeroderma pigmentosum”) to 
1982. Half the cases appeared in articles published after 
1969. The articles were published by authors in 41 coun- 
tries (Table 1). 


RESULTS 
History 


Xeroderma pigmentosum was first described in 
“Vienna by the Hungarian-born professor of derma- 
_ tology, Moriz Kaposi (née Moritz Kohn), in the 
_ textbook of dermatology he published in 1870 with 
_ his father-in-law, Ferdinand Hebra. This book was 
_ translated into English by Warren Tay in 1874.” The 
disorder was first called “xeroderma or parchment 
skin” and, in 1882, the term pigmentosum” was 
_ added to emphasize the striking pigmentary abnor- 
- malities.” 

Xeroderma pigmentosum with neurologic abnor- 
_ malities was first reported in 1883 by Albert Neisser 
-of Breslau, Germany“ (who also discovered the 
_ bacterial cause of gonorrhea, the agent named Neis- 
seria). The patients Neisser described were two 
_ siblings who had xeroderma pigmentosum with pro- 
gressive neurologic degeneration beginning in the 
Second decade. This report was apparently ignored 
but fits the description of what is currently recog- 
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nized in some patients with xeroderma pigmentosum _ 
in complementation group D” (which will be dis- 
cussed later in this article). 

In 1932, the Italian physicians, Carlo DeSanctis 
and Aldo Cacchione® described three brothers with 
cutaneous features of xeroderma pigmentosum with 
severe progressive neurologic degeneration begin- 
ning at 2 years of age and associated with dwarfism 
and immature sexual development, the so-called 
DeSanctis-Cacchione syndrome.” Patients with this 
form of xeroderma pigmentosum have been recog- 
nized in complementation group A” (which also will 
be discussed later in this article). 

The first report of xeroderma pigmentosum in the 
United States was made by R. W. Taylor, MD," who 
presented a patient at the first meeting of the 
American Dermatological Association in 1878. Tay- 
lor reviewed the world literature in 1888” and re- 
ported a total of 40 cases. The first description of 
xeroderma pigmentosum in a black African was 
published in 1938 by Loewenthal and Trowell* and, 
in an American black, the first description was made 
in 1940 by King and Hamilton.” 

DNA repair abnormalities in xeroderma pigmen- 
tosum were brought to the attention of the general 
scientific community by the report of James Cleaver, 
PhD, in 1968, who described deficient excision repair 
in cultured skin fibroblasts. However, Gartler" 
reported the presence of ultraviolet hypersensitivity 
of xeroderma pigmentosum cells in 1964. Epstein et 
al" in 1969 demonstrated deficient excision repair in 
xeroderma pigmentosum skin cells in vivo. The exci- 
sion repair proficient form of xeroderma pigmento- 
sum was described by Burk et al in 1971.‘ This form 
was later given the name “Variant” by Cleaver in 
1972. In 1975, Day" found that xeroderma pigmento- 
sum Variant fibroblasts had decreased ability to 
repair ultraviolet-damaged adenovirus, and Leh- 
mann et al,” also in 1975, reported a defect in another 
DNA repair pathway, after replication repair. Pig- 
mented xerodermoid described by Jung” was subse- 
quently found to have the cellular abnormalities of 
the xeroderma pigmentosum Variant.” 

Cell fusion studies reported by De Weerd-Kastel- 
ein et al“ in 1972 demonstrated heterogeneity of the 
molecular defeet in xeroderma pigmentosum. Fibro- 
blasts from a patient with xeroderma pigmentosum 
when fused with fibroblasts from another patient 
with xeroderma pigmentosum to form a heterokary- 
on (a cell with nuclei from different donors in a 
common cytoplasm) were found to exhibit mutual 
correction (or complementation) of their defective 
repair of ultraviolet damage to DNA. Each cell 
supplied what the other was lacking, implying that 
each cell had different defects. Such cells are said to 
be in different complementation groups. The first 
five xeroderma pigmentosum complementation 
groups discovered were named A through E in the 

order of increasing residual DNA repair synthesis." 
Subsequently, complementation groups F, G,” H,” 
and T" have been reported in which residual rates of 
repair overlap those of the other groups. 
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Mode of inheritance, Age, 
Survival, and Ethnic Groups 


Xeroderma pigmentosum, an autosomal recessive 

” disorder, should be expected to have equal frequen- 
= cies of affected males and females. There were 
reports of 428 male patients (54%) and 368 female 
patients (46% ). For 34 cases, the sex was not stated 

(Table 2). This frequency is consistent with autoso- 

mal inheritance. 

For 69 pairs of parents described, the median age 
of the mother was 40 years and the father, 48 years. 
Asis often seen in recessive disorders, consanguinity 
of the patient’s parents was commonly noted, occur- 
ring in 31% (258) of the patients in the entire series 
and in 30% of the patients with neurologic abnor- 
malities. A first-cousin relationship between the 
parents was noted for 21% (171/830) of the patients. 
The reports of patients with xeroderma pigmento- 
sum apparently came from large families. Among 
394 patients with xeroderma pigmentosum where 
family size was recorded, half of the patients had 
four other siblings, and, in the largest family 
described, the patient had 15 siblings. Sixty-seven 
percent (558/330) of the patients described had rela- 
tives with xeroderma pigmentosum. 

In most families, the parents were apparently 
unremarkable since no information was provided. 

— However, there were three reports of affected par- 

~ ents with affected children. One family in Scotland 

had possible autosomal-dominant inheritance’ and 
— may represent a different form of xeroderma pig- 

— mentosum. In a second family,” a 32-year-old patient 
from India with severe ocular and cutaneous disease 
“yas reported to have given birth to three sons “the 
youngest of whom had similar pigmented spots [to 
his mother’s] on his body, but had expired in child- 
hood.” In the third family,” the offspring of two 
patients in Japan with xeroderma pigmentosum with 
late onset of symptoms were reported to consist of 
eight children, of whom four children had clinical 
symptoms of xeroderma pigmentosum and four oth- 
ers died early without clinical symptoms of xeroder- 
ma pigmentosum. 

The age at last observation was provided for 785 
patients (Fig 1). The median age at last observation 
for these patients was 12 years. The youngest patient 
‘was age 1 month, and the oldest patient was age 85 
years. Only 5% of the patients described were older 
than 45 years of age. At last report, 114 (about 20% ) 
of the patients described were dead (563 were alive, 
and for 153 patients, vital status was not stated). 
Based on this information, the survival probability 
was calculated utilizing the Kaplan-Meier method.* 
There was a 90% probability of surviving to age 13 
years, an 80% probability of surviving to age 28 
years, and a 70% probability of surviving to age 40 
years. In the US general population for 1975, the 90% 
survival probability was at age 50 years, the 80% 
survival probability was at age 61 years, and the 70% 

ve survival probability was at age 68 years.” Thus, 
¿=o death occurred about 30 years earlier among the 
_ patients with xeroderma pigmentosum than among 
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Table 2.—-Demographic Characteristics and 
Clinical Features of 830 Reported Cases of 
Xeroderma Pigmentosum 















Patients, Median 











Clinical Feature No. (%) Age, y* 
Total cases reported 830 (100) : 
Men 428 (52) 
VVomen 368 (44) 
Sex not stated 34 (4) 








Case reporis vvith age stated 785 (95) 

Cutaneous Abnormalities 
Age at onset of symptoms stated 430 (52) 1.5 
Abnormal reaction to sunlight 158 (19) s 
Age at onset of freckling stated 126 (15) 1.5 
Cutaneous atrophy present 191 (23) 



































































































Cutaneous telangiectasia 140 (17) 
Actinic keratoses 161 (19) 
Malignant skin neoplasms 
Present 378 (45) 
Absent 107 (13) 
Not stated 345 (42) 
Age at first cutaneous neoplasm 
stated 186 (22) 8 
Type of cutaneous neoplasm 
Not stated 116 (14) 
Basal cell carcinoma 79 (9) 
Squamous cell carcinoma 112 (13) 
Basal cell carcinoma or 
squamous Cell carcinoma 
(not otherwise specified) 68 (8) 








Melanoma 37 (5) 
Keratoacanthoma 27 (3) 
Fibrosarcoma 5 (1) 








2 (0.2) 
Ocular Abnormatities 





Angioma 






Ocular abnormalities 







































































Present 328 (40) 
Absent 9 (1) 
Not stated. 493 (59) 
Onset of symptoms 
stated 58 (7) 4 
Eyelids abnormal 135 (16) 
Photophobia 178 (21) 
Onset of photophobia 
stated 20 (2) 2 
Conjunctival injection 149 (18) 
Corneal abnormalities 141 (17) 
Impaired vision 101 (12) 
Ocular neoplasms 
Present 88 (11) 
Absent 16 (2) 
Not stated 726 (87) 
Age at first ocular neoplasm 
stated 64 (8) 11 
Type of ocular neoplasm 
Squamous cell carcinoma 28 (3) 
Epithelioma / basal cell 
carcinoma 12 (2) 
Melanoma 5 (1) 
Other 20 (2) 
Location of ocular neoplasm 
Corneal-scleral limbus 34 (4) 
Cornea 24 (3) 
Conjunctiva 15 (2) 
Not specified 12 (2) 
Other 9 (1) 






*Median age was calculated when adequate data were available... 
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Age, y 
“Fig 1.—Age distribution of patients with xeroderma pigmento- 
sum. Age at last observation was reported for 785 patients. 
— Three hundred seventy-three of these patients were also 
reported as having skin cancer. 


Table 3.—Reported Ethnic Origin Among 
436 Patients With Xeroderma Pigmentosum 


Cases, No. (%) 























Middle East 141 (32.3) 
Middle East, not specified 82 (18.8) 
~ Egyptian 48 (11.0) 
İraqi 7 (1.6) 
Turkish 4 (0.9) 
European 126 (29.0) 
European, not specified 88 (20.2) 
French 10 (2.3) 
Italian 7 (1.6) 
English/ Welsh 6 (1.4) 
German 4 (0.9) 
Russian / Slavic 7 (1.6) 
Spanish 2 (0.5) 
irish 2 (0.5) 
Asian 93 (21.3) 
Japanese 82 (18.8) 
Chinese 6 (1.4) 
Other Asian 5 (1.1) 
African 41 (9.4) 
İndian 15 (3.4) 
Other 20 (4.6) 
Total 436 (100.0) 













the US general population. The cause of death was 
nöt indicated in 4376 of the deaths, and, of the 
remainder, 3376 of deaths were ascribed to cancer, 
“11% to infection, and 12% to various other causes. 
_ Ethnicity was reported for 436 patients, slightly 
more than half of the cases (Table 3). The largest 
groups were from the Middle East (including Egypt, 
Iraq, and Turkey), with 141 cases, Europe (including 
_ England, Germany, Ireland, France, Italy, and 
Spain), with 126 cases, Japan, with 82 cases, and 
< Africa, with 41 cases. 


Cutaneous Abnormalities 


The age of onset of symptoms was reported for 430 
patients (Table 2). The median age of onset of 


244 Arch Dermatol—Vol 123; Feb 1987 














Cumulative 9 


iO US Population (Basal Celt 
Carcinoma or Squamous Cell 
[_ Carcinoma) {n = 29 757) 


. as ə l. : i. 
0 10 20 30 40 50 60 70 80 90 





Age, y 
Fig 2.—Age at onset of xeroderma pigmentosum symptoms. 
Age at onset of cutaneous symptoms (generally sun sensitivity 
or pigmentation) was reported for 430 patients. Age at first skin 
cancer was reported for 186 patients and is compared with age 
distribution for 29 757 patients with basal cell carcinoma or 
squamous cell carcinoma in US general population.” 


cutaneous symptoms was between 1 and 2 years (Fig 
2). In 5% of the patients, onset of symptoms was 
delayed until after age 14 years. The main initial 
symptom reported was an abnormal reaction to sun 
exposure, although this was mentioned in only 19% 
of the reports. Freckling was noted by age 2 years in 
more than half of the patients when age of onset of 
freckling was reported. Cutaneous telangiectasia 
was mentioned in 17% of the total group, while 
atrophy was noted in 2376. Nearly as many (19%) 
reported the presence of premalignant actinic kera- 
toses. 

The presence or absence of skin tumors was 
reported for 485 patients. Malignant skin neoplasms 
were described in 45% of the patients (Fig 1, Table 
2). Thirteen percent of the patients were described as 
not having skin neoplasms. Since the status of the 
neoplasms of 345 patients (42% ) was not stated, 45% 
is probably a minimal estimate for the frequency of 
cutaneous neoplasms. The proportion of patients 
with cutaneous neoplasms generally increased with 
age and reached 50% in the group of patients 
between 10 and 14 years of age (Fig 1). The age at 
first skin neoplasm was mentioned for 186 patients 
and is shown in comparison with that for nearly 
30 000 people with skin cancer surveyed in the United 
States (Fig 2).° The median age of 8 years for first 
skin neoplasm is nearly 50 years younger than that 
of the US general population. This may be the largest 
reduction in age of onset of neoplasms documented 
for any recessive human genetic disorder. We previ- 
ously reported that for patients with xeroderma 
pigmentosum who were younger than 20 years of age, 
the incidence of basal cell carcinoma or squamous 
cell carcinoma of the skin was 4800 times greater 
than that observed for the general US population.” 
The interval between onset of xeroderma pigmento- 
sum symptoms and first neoplasms was reported in 
135 cases. The median interval was five years but, in 
5% of the patients, neoplasms did not develop until 
30 years after onset of initial symptoms. 
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Fig 3.— Anatomic site distribution of basal cell and squamous 
cell carcinomas in xeroderma pigmentosum (n = 259 skin 
cancers) and US general population. Data on US general 
population from Scotto et al.® 


Of 22) patients where the number of cutaneous 
neoplasms was stated, half had more than two 
neoplasms and 5% had more than 30 neoplasms. 
Seventy-nine patients were described as having bas- 
al cell carcinomas, and 112 patients were described 
as having squamous cell carcinomas (Table 2). Since 


— many more patients were stated to have skin cancer, 


‘and since basal cell and squamous cell carcinomas 
are the most frequent types of skin cancer, it is 
obvious that these numbers are underestimates of 
the true relative frequencies of these types of skin 
cancers in patients with xeroderma pigmen- 
tosum. 

There is controversy in the literature regarding 
the frequency of metastasis of sun-induced squa- 
mous cell carcinomas. Some authors indicate that 
this is an extremely rare event. Five of the 112 
squamous cell carcinomas in patients with xeroder- 
ma pigmentosum were reported to have metasta- 
sized, a frequency of 4%. Since squamous cell carci- 
nomas are sun induced in xeroderma pigmentosum, 
this indicates that sun-induced squamous cell carci- 
nomas can metastasize in patients with xeroderma 
pigmentosum. 

The sites of distribution of 259 combined basal cell 
and squamous cell carcinomas reported for patients 
with xeroderma pigmentosum are compared with 
those found in the US general population” in Fig 3. 
Ninety-seven percent of combined basal cell and 
squamous cell carcinomas occurred on the face, head, 
or neck in patients with xeroderma pigmentosum 
compared with 80% in the US general population. 
This site receives the greatest amount of direct sun 
exposure and is the location of the vast majority of 
basai cell and squamous cell carcinomas. This is 
strong evidence for the role of sun exposure in 
induction of these neoplasms. 
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Fig 4.—Anatomic site distribution of cutaneous melanoma in”: 
xeroderma pigmentosum (n = 29 melanomas) and US general 
population. Data on US general population from Young et : 
al.” 


Malignant melanoma was described in 37 patients, _ 
or about 5% of the total survey. Among patients 
under 20 years of age, this frequency was found to be. 
more than 2000 times that expected for the US 
general population.” The median reported age of 19 
years for melanomas in xeroderma pigmentosum 
was about 10 years of age older than that reported 
for basal cell and squamous cell carcinomas. Specific 
cell types of melanoma (superficial spreading, nodu- 
lar, and lentigo maligna melanoma) were rarely 
reported. 

The site distribution of 29 reported melanomas 
among patients with xeroderma pigmentosum is | 
indicated in Fig 4 in comparison with that of mela- 
noma in the US general population." In patients with | 
xeroderma pigmentosum, 35% of the melanomas 
occurred on sites other than the face, head, and neck. 
This distribution is distinctly different from that of: 
basal cell and squamous cell carcinomas, where only 
3% occurred on sites other than the face, head, and. 
neck (Fig 3). However, this is also different from the | 
melanoma distribution in the US general population, 
where 80% occurred on sites other than the face, 
head, and neck. 

The role of sun exposure in melanoma induction 
has been debated recently. Though the numbers are 
small, the proportion of melanomas among patients 
with xeroderma pigmentosum in anatomic sites — 
receiving the greatest sun exposure (ie, face, head, or 
neck) (65%) is intermediate compared with that of 
nonmelanoma skin cancer among either patients. 
with xeroderma pigmentosum (97% ) or the US gen- 
eral population (80.5%) and melanoma in the US | 
general population (19.4%). This suggests that the 
issue may be complex with multiple factors affecting . 
the distribution of cutaneous melanomas. Be 

Other types of cutaneous neoplasms were reported 
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‘including keratoacanthoma, fibrosarcoma, and angi- 
“oma (Table 2). 
Ocular Abnormalities 


Most clinical features of xeroderma pigmentosum 
are manifest on tissues exposed to ultraviolet radia- 
_ tion. Among the ocular tissues, the lids, conjunctiva, 
and cornea receive substantial amounts of ultravio- 
_ let radiation. These tissues shield the iris, lens, and 
- retina from ultraviolet radiation. The ocular abnor- 
malities in patients with xeroderma pigmentosum 
are generally confined to the lids, conjunctiva, and 
cornea, thus strongly implicating ultraviolet radia- 
tion as a cause of these abnormalities. 

Information about ocular abnormalities was pro- 
vided for 337 patients (Table 2). Only nine patients 
were described as free of ocular abnormalities. Of 58 
patients where age of onset of ocular abnormalities 
was given, the median age of onset was 4 years. 
= The eyelids, like skin elsewhere on the body, show 
characteristic changes in xeroderma pigmentosum. 
Abnormalities of the eyelids were detailed for 135 
patients. Atrophy of the skin of the eyelids led to loss 
of lashes in 51 patients and ectropion in 63 patients. 
Less frequently, entropion and loss of the lid were 
reported. 

_ One of the earliest symptoms of xeroderma pig- 
mentosum is photophobia; this was described in 21% 
‘of the patients and occurred by 2 years of age in more 
than half of the 20 patients where age of onset was 
stated (Table 2). Conjunctival injection was 
described in nearly as many patients (18% ). This was 
almost always present without infection and was 
seen in the interpalpebral area as a consequence of 
sun exposure. Conjunctival inflammatory lesions 
such as pinguecula were reported. 

- Corneal abnormalities were reported for 17% of 
-the patients (Table 2). These generally consisted of 
exposure keratitis leading to corneal clouding and/or 
vascularization. One hundred one (12%) of the 
patients had impaired vision. Corneal transplanta- 
tions were performed in six patients. Corneal vascu- 
larization limited the success of this procedure in 
— some patients. 

-< Neoplasms of the eye were confined almost exclu- 

-sively to the conjunctiva, cornea, and eyelids (Table 
2), those portions of the eye exposed to ultraviolet 
radiation. Eleven percent of the patients were 
described as having ocular neoplasms (excluding 
neoplasms of the eyelids). Neoplasms occurred most 
frequently at the limbus, followed by the cornea and 
conjunctiva. The most frequent histologie type 
— reported was squamous cell carcinoma, followed by 
- epithelioma/basal cell carcinoma. There were 
_ descriptions of five patients with ocular melanoma, 
- including one patient with a uveal tract melanoma.” 
_ Among 64 patients where age of first ocular neo- 
_ plasm was reported, half of the ocular neoplasms 
„occurred by 11 years of age. We previously estimated 
_that the frequency of neoplasms of the anterior eye 
— vras increased about 2000-fold in patients under 20 
years of age with xeroderma pigmentosum.” 
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Table 4.—Demographic Characteristics and 
Clinical Features of 152 Patients With Xeroderma 
Pigmentosum With Neurologic Abnormalities 


















Patients, Median 








































































































































Clinical Feature No. (96) Age, y 
Total cases reported vvith 

neurologic abnormalities 152 a 00) 12 

Men 73 (48) 

Women 74 (49) öə 
Age at onset of symptoms 75 (49) 6 mo 
Abnormal reaction to sunlight _51 (33) eer 
Ocular abnormalities 55 (36) 

Skin cancer 77 (50) əə 

Age at first skin cancer 40 (26) 8 
Neurologic abnormalities 

Low intelligence 121 (80) . ə 

Abnormal motor activity - (45 (30) 

Areflexia 30 (20) Mə 

Deterioriation of neurologic 

status net G 8) : ee 

Impaired hearing __ to 28 (18) 

Abnormal speech o 2003 .. D 

Abnormal electroencephalogram : 17 (1 19 
Microcephaly A 37 (24) 

Slow rate of growth 35 (23) 





Delayed secondary sexual _ 


development 19 (12) 





Neurologic Abnormalities 


While most patients with xeroderma pigmentosum 
are free of neurologic abnormalities, a subgroup have 
progressive neurologic degeneration. Eighteen per- 
cent (152) of the patients were described as having 
neurologic abnormalities (Table 4). In many 
respects, the extraneurologic features of these 
patients were similar to those of the patients with 
xeroderma pigmentosum and without neurologic 
abnormalities. These cases were reported by authors 
in 25 countries from 1888 to 1983 and described 
patients in all ethnic groups. However, there was an 
overrepresentation of patients from Japan (36% 
[29/80] vs 15% [53/356] in the nonneurologic group). 
There was a nearly equal number of male and female 
patients reported (Table 4). The median age at last 
observation of the patients with xeroderma pigmen- 
tosum and neurologic abnormalities was 12 years, 
the same median age as in the nonneurologic study 
population. Ocular abnormalities were described in 
36% of the patients with xeroderma pigmentosum 
and neurologic abnormalities (Table 4), a frequency 
similar to the 40% reported for the patients with 
xeroderma pigmentosum and without neurologic 
abnormalities. 

Half of the patients with xeroderma pigmentosum 
and neurologic abnormalities had skin cancer (Table 
4). The median age at first skin neoplasm was 8 
years, the same as that for the 146 patients with skin 
neoplasms and without neurologic abnormalities. 
These patients had squamous cell carcinoma, basal 
cell carcinoma, and melanomas. Fifty-nine percent 
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Feature 


Table 5.—Clinical Features Reported in Rare Xeroderma Pigmentosum Patients 






Age, y/Sex Source, y 








Astrocytoma 


internal Neoplasms 





9/M Fujii et ai,'? 1979 











Meduloblastoma 





14/M Gianelli et al, ? 1981 











Sarecma, brain 





16/M Kraemer et al,35 1984 














Sarcoma, brain 





33/M Thomas et al,53 1947 











_ Acute İymphatic leukemia 





3/M Reed,*’ 1977 






























































Myelogenous leukemia _ 32/M Berlin and Tager,” 1958 
Chorcidal melanoma i 33/F Kitagawa et al,3İ 1981 
Pancreatic adenocarcinoma 47/F Hidalgo et al,”” 1983 
Testicular sarcoma 12/M Miller, 39 1969 
Bronchogenic carcinoma 34/M Kraemer et al,35 1984 
Bronchogenic carcinoma 62/M Hofmann et al,?5 1978 











Gastric. cancer 





Systemic lupus erythematosus 







Immune Abnormalities 







67/M Beurmann and Gougerot,’ 1906 





17/F Hananian and Cleaver,?? 1980 











Agammaglobulinəmia 





26/M VVysenbeek et al,55 1980 




















































Cockayne”s syndrome 


Hypogammaglobulinemia 30/F Stenson,®° 1982 
Reduced dinitrochlorobenzene skin test reactivity 7 10/F Dupuy and Lafforet,'4 1978 
8/F Dupuy and Lafioret, 13 1974 
4/F Dupuy and Lafforet, "3 1974 
2 1.5/M Dupuy and Lafforet, 13 1974 
Reduced PHA stimulation 8/M N i ı Berkel and Kiran,” 1974 


Other Abnormalities 













11/M Berkel and Kiran,” 1974 








28/F Robbins et al,48 1974 





Cockayne"s syndrome 











9/M Dupuy and Lafforet,'4 1978; 
Moshell et al,4! 1983 

































































Amyotrophic lateral sclerosis (clinical) 50/M Yosipovitch et al,57 1965 
Sarcoidosis BR E (47002.  Hidalgo et al,?4 1983 
Hepatitis and cirrhosis 60/M Montgomery and Reuter,“3 
m. .. ə. = = z 1932 2 
—Famillal hyperlipoproteinemia 57/M Yamamura et al,55 1979 
À R 7 21/F Yamamura et al,55 1979 
—.. 1.5/M Mishra and Singh, “0 1982 





















2/M Harper and Copeman,?? 1982.. 








Familial Tearen aua 





Dubovský et al, '? 1964 











Aminoaciduria 
























* (23/39) of the cases reporting number of skin cancers 

: had more than one cutaneous neoplasm. Twenty-four 
of these patients were dead. The survival probability 
was not significantly different from that of the 
patients with xeroderma pigmentosum and without 
neurologic abnormalities. The cause of death was 
listed as cancer in ten patients and infection in five 
patients. 

In patients with xeroderma pigmentosum and 
neurologic abnormalities (Table 4), the median 
reported age of 6 months at onset of symptoms was 
younger than that of 2 years reported for 355 
patients with xeroderma pigmentosum and without 
neurologic abnormalities. The patients with xeroder- 
ma pigmentosum and with neurologic abnormalities 
were more likely to have reported abnormal reac- 

-tions to sunlight (83% [51/152] vs 16% [107/678] in 
- the remainder of the patients). Andrews et al” found 
that fibroblasts from patients with a history of acute 
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Moss,” 1955 
Moss, “7 1985 





sun sensitivity or with neurologic abnormalities 
were more sensitive to killing by ultraviolet radia- 
tion in culture than those of patients with xeroderma 
pigmentosum without such history. The most sensi- 
tive fibroblasts were generally found to be in xero- 
derma pigmentosum complementation group A. 
About 5% of the patients with neurologic abnormal- 
ities were described as having the onset of their 
neurologic symptoms after 5 years of age. Cultured 
fibroblasts from some of these patients were found 
to be in xeroderma pigmentosum complementation | 
group D and to have a sensitivity to killing by 
ultraviolet radiation between that of fibroblasts in: 
group A (patients with xeroderma pigmentosum and | 
with severe neurologic abnormalities) and in group ©- 
(patients with xeroderma pigmentosum and without a 
neurologic abnormalities). 

Among the 152 patients with xeroderma pigmento- 
sum and with neurologic abnormalities, several 
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. Table 6.—Xeroderma Pigmentosum Complementation 
Groups Reported in 189 Published Cases 


Complementation 



































Group Frequency % 

A 55 29.4 
B 1 0.5 
Cc 51 27.3 
D 28 15.0 
E 2 i 1.1 
F 3 1.6 
G 2 1.1 
H 1 0.5 
j 1 0.5 
Variant 45 24.1 
Total 189 100.0 





























types of neurologic abnormalities were reported. 
Low intelligence was noted in 80% of the patients. 
Among 25 reports of IQ tests, the range was from 15 
to 81, with a median of 45. Abnormal motor activity 
was noted in 30% of patients, consisting primarily of 
spasticity and ataxia. Reflexes were abnormal in 
20% of the patients with areflexia, hyporeflexia, and 
- Babinski’s sign noted, as well as an abnormal elec- 
_ tromyogram. Impaired hearing (18%) was reported 
to be due to sensorineural deafness in 7% of the 
patients. Abnormal speech was present in 20 
patients, and an abnormal electroencephalogram 
finding was noted in 17 patients. Microcephaly was 
present in 24% of patients. 

Somatic abnormalities were confined almost 
exclusively to those patients who had xeroderma 
pigmentosum and with neurologic abnormalities. A 
slow rate of growth was noted in 23% of these 
~ patients, with height below the third percentile in 
15% of patients and weight below the third percen- 
- tile in 12% of patients. Secondary sexual develop- 
— ment was delayed or absent in 12% of these patients. 
- None of the patients with neurologic abnormalities 
` were described as having had children. 


Oral Abnormalities 


The skin of the mouth, like skin elsewhere on the 
face, is subject to atrophy on repeated sun exposure. 
In some patients with xeroderma pigmentosum, this 
‘results in an inability to open the mouth fully due to 
- a tightening of the oral orifice. This was noted in the 
first report of xeroderma pigmentosum by Kaposi.” 
‘In an extreme case, this prevented intubation for 
general anesthesia needed for tumor surgery. Inci- 
sion of the angles of the mouth permitted attaining a 
wider opening. 
-= Lesions in the oral cavity were described in 32 
_ patients. These included squamous cell carcinomas 
of the tip of the tongue in 18 patients, the gingiva in 
_ two patients, and the palate in one patient. Fourteen 
_of these patients were under 20 years of age. We 
- previously determined that the frequency of squa- 
_ mous cell carcinoma of the tip of the tongue was 
increased more than 20 000 times in these patients.” 
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The tip of the tongue often shows telangiectasia and 
other changes similar to that of the adjacent lips. We 
assume that the tip of the tongue thus receives 
significant amounts of sun exposure in patients with 
xeroderma pigmentosum. 


Other Clinical Features 


Patients with xeroderma pigmentosum and with- 
out neurologic abnormalities generally were re- 
ported to have normal rates of growth and develop- 
ment. Twenty-six patients (7% of the 350 patients 
over age 14 years) were described as having had 
children. These children would be expected to be 
heterozygous for xeroderma pigmentosum and, like 
the parents of patients with xeroderma pigmento- 
sum who are obligate heterozygotes, would be 
expected to be clinically normal. 

Patients with xeroderma pigmentosum have been 
described as having other abnormalities in addition 
to xeroderma pigmentosum (Table 5). There were 
descriptions of 12 patients with primary internal 
neoplasms, including four patients with brain 
tumors, two patients with leukemia, and two 
patients with lung tumors. We previously reported 
that there was an approximate tenfold to 20-fcld 
increase in the frequency of internal neoplasms 
among these case reports.” 

The immune status of patients with xeroderma 
pigmentosum is generally normal. Only ten patients 
were described as having had frequent infections. 
Thirty-five patients (4%) were described as having 
immune abnormalities. One patient had xeroderma 
pigmentosum with microcephaly and with features 
of systemic lupus erythematosus.” Other patients 
had reduced or absent y-globulins,”” impaired 
delayed hypersensitivity skin reactions, and delayed 
skin graft rejection.” 

Two unrelated patients were described with both 
xeroderma pigmentosum and Cockayne’s syn- 
drome.“ These patients had the cutaneous abnor- 
malities of xeroderma pigmentosum with the 
increased reflexes, short stature, and retinal degen- 
eration of Cockayne’s syndrome. They had unique 
molecular abnormalities as each was found to be the 
sole representative of a complementation group (B" 
and H”). 

Patients vvere reported to have “a elinical diagno- 
sis of amyotrophic lateral selerosis,”” sarcoidosis," 
and hepatitis and cirrhosis.“ Metabolic abnormali- 
ties included hyperlipoproteinemia, hypercholester- 
olemia, aminoaciduria, and glucose-6-phosphate 
dehydrogenase deficiency (Table 5). 


DNA Repair Abnormalities 


Defective DNA repair was first noted in patients 
with xeroderma pigmentosum in 1968. There were 
descriptions of DNA repair abnormalities in 285 
patients (55% of the 425 patients reported sinee 
1968). Complementation testing was reported as 
having been performed in 189 patients. The results 
are shown in Table 6. In Europe, the United States, 
and the Middle East, the most common complemen- 
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— tation groups are C, D, Variant, and A. In Japan, the 
— most common groups are A and Variant with group 
<C rarely noted. Complementation groups B, G, H, and 
I are represented by only one individual or kindred. 
Patients with xeroderma pigmentosum and with 
neurologic abnormalities generally were found in 
groups A and D, although a few were reported in 


— group C and Variant. 


The DNA repair abnormality has been used in 
prenatal diagnosis for families with one affected 
child.” A DNA repair test, generally unscheduled 
DNA synthesis, was performed on cultured amniotic 
fluid cells. 


Therapy 


Therapeutic procedures have been reported as 
having been performed for only a few or small 
groups of patients. Early diagnosis and protection 
from sun exposure has been reported to be beneficial 
in only a few cases. For example, only 52 patients 
(6%) were stated to be avoiding sun exposure. 
Tumors have been treated by topical fluorouracil. 
Surgical procedures involved dermabrasion, derma- 
tome shaving, and excision with grafting of involved 
areas or of the entire face. 


COMMENT 


This article attempts to quantify the available 
information on patients with xeroderma pigmento- 
sum with respect to clinical, medical, geographic, 


< and demographic characteristics. In many cases, the 


frequencies observed for various factors were mini- 
‘mal, and the statistics reported were probably con- 
servative estimates. The reader is advised to use 








caution in interpreting relative frequencies that are 
based on small numbers. Like any study of published - 
case reports, there may be marked publication bias, — 
and the cases reported may not be representative of © 
the general population of patients with xeroderma 
pigmentosum. In particular, there may be a tendency © 


to report more severe or more unusual cases. The _ 


prospective Xeroderma Pigmentosum Registry may 
be able to provide a more population-based analysis | 
in the future. 

This article demonstrates that quantitative infor- 
mation about a rare disorder may be obtained by 
systematic survey of the medical literature. The 
resulting information reveals the large magnitude of 


the differences among patients with xeroderma pig- 


mentosum and the general population in terms of _ 
onset of skin cancers, presence of specific forms of | 
neurologic and ocular degeneration, and reduced life 
expectancy. This study should serve as a basis of 
comparison for prospective studies, a guide in coun- 
seling families, and an indication of areas where 
more information is required. 
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Two Outstanding Sources | 
Help You Keep Pace | 





in Dermatologic Medicine 


- Shelley & Shelley 


ADVANCED DERMATOLOGIC 


‘THERAPY 


Here is an enormously practical, superbly-illustrated 
text-atlas devoted to the advanced therapy of some 
250 syndromes, encompassing the entire field of 
contemporary medical dermatology. It provides you 
-with easy and fast access to a comprehensive data- 






_ bank of thousands of effective 
_ therapeutic maneuvers, abstract- 
ed from the writings of hundreds 
_ of clinicians from all over the 
world . .. and augmented by the 
personal perceptions of two re- 
nowned professionals engaged 
in daily practice! 
All data are presented succinctly, 
and alphabetized under diag- 
“nosis. Special emphasis has 
been given to acne ə atopic 
dermatitis ə decubitus 


~ 6 much more! 

— By Walter B. Shelley, MD, Prof. of 

“ Dermatology and E. Dorinda Shelley, 
MD, Prof. and Chief of Dermatology, 
both of the Div. of Dermatology, Dept. 
of Medicine, Medical College of Ohio, 
"Toledo, Over 620 pp. [lustd. Jan. 1987. 
$125.00. W1193-1. 
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B. Saunders------: 


Epstein & Epstein 
SKIN SURGERY 
6th Edition 


Complete, authoritative, and up-to-date, this 
streamlined revision covers all aspects of skin 
surgery. One-third new contributors provide —. 
contemporary viewpoints, considering psychogenic 
and related concerns — perfect for plastic surgeons. 
and clinical dermatologists. = 
New coverage includes tissue 
expansion and liposuction. 7 
Special chapters are provided - 
on such topics as Psychology 
of Cosmetic Surgery, 7 


Control of Surgical 


Surgery: Cold Steel 
Surgery: Electrolys 
much more. 


420 illus. yan. 1987. $95.00. 


Ed YES! Please rush my copies of the books checked below. If not completely satisfied, I may 


return the books with the invoice within 30 days at no further obligation. I am returning this order i 
form to: W. B. Saunders, Order Fulfillment, 383 Madison Avenue, New York, NY 10017. | 
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! O W1193-1 Shelley & Shelley, $125.00 
O W1809-X Epstein & Epstein, $95.00 
| 
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Full Name 
-Clip and 


Address 


City 








: Offer valid in USA only. Prices subject to change. 
: Professional references may be tax-deductible. 





T Bill me (plus postage & handling 
and applicable sales tax) 


O Check enclosed including applicable sales tax 
(publisher pays postage & handling) 


G Charge my credit card including applicable sales tax 
(publisher pays postage & handling) 


D VISA 
O MASTERCARD 
My credit card # is 
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Infection; Nerve Block 7. 
Anesthesia of the Head and __ 
Neck, Emergencies in 5 
Outpatient Skin Surgery; 

Local Anesthetics; Basic — 
Principles of Cutaneous 


Edited and with contributions by. 
Ervin Epstein, MD, Emeritus Prof. of 
Dermatology; and Ervin Epstein, Jr., 
MD, Assoc. Clin. Prof. of Dermatology, 
both of the Univ. of California at San: 
Francisco, Oakland, CA. Over 720 pp.; 
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A nevv name that 
brings together 


FORCES 
IN STEROID 
THERAPY. 


7 PP ə 005% 


The high-potency steroid you need 
for rapid action. 


The safety you demand to minimize 
adverse reactions. 





= 


də Tae 


| 


_ Effective high-potency relief with | 
bornal safety and cosmetic ...——— 


A Effective in treating psoriasis, eczema, and contact 
dermatitis. 


A More favorable safety profile and fewer restrictions 
than ultra high-potency steroids. 


AA unique, cosmetically elegant base free of parabens, 
propylene glycol, and quaternium-15. 


Anti-inflammatory efficacy demonstrated 
in clinical and histological examination. 


Contact eels Pre-treatment _ 2 Contact Dermatitis Post-treatment 





Acute, mild patch of  öhtaöt deririatitis P En resolved petofi of poison ivy 


to poison ivy. Microscopic biopsy shows dermatitis. Normalized epidermis with 
slightly acanthotic epidermis with intra- a slight perivascular mononuclear cell 
cellular edema and a perivascular mono- infiltrate that is resolving. 


nuclear cell infiltrate. 


PRESCRIBE 


4 Maxivate™ 


\Detametnasone dipropionate) 





Cream and ointment available in 15 g and. 
45 g tubes. Plus, lotion in 60 ml bottle. 





. 006", 


The balanced attack against dermatoses 
WESTWOOD” peaa ae toitoi e a 


SCI€NC€ DEVOTED TO BETTER SKIN CARE. 


© 1987 Westwood Pharmaceuticals Inc . Buffalo. New York 14213 


ə. 24 





































































MAXİVATE” 
(betamethasone dipropionate) 


Cream 0.05% 
Ointment 0.05% 
Lotion 0.05% 


INDICATIONS AND USAGE: Topical corticosteroids are 
indicated for the relief of the inflammatory and pruritic 
manifestations of corticosteroid-responsive dermatoses. 


CONTRAINDICATIONS: Topical corticosteroids are con- 
traindicated in those patients with a history of hyper- 
sensitivity to any of the components of the preparation. 


PRECAUTIONS: General: Systemic absorption of 
topical corticosteroids has produced reversible hypo- 
thalamic-pituitary-adrenal (HPA) axis suppression, man- 
ifestations of Cushing's syndrome, hyperglycemia, and 
: glucosuria in some patients. Conditions which augment 
systemic absorption include the application of the more 
“potent steroids, use over large surface areas, prolonged 

use, and the addition of occlusive dressings. Therefore, 
patients receiving a large dose of a potent topical steroid 
applied to a large surface area or under an occlusive 
: dressing should be evaluated periodically for evidence of 
HPA axis suppression by using the urinary free cortisol 
and ACTH stimulation tests. If HPA axis suppression is 
noted, an attempt should be made to withdraw the drug, 
to reduce the frequency of application, or to substitute a 
jess potent steroid. Recovery of HPA axis function is 
generally prompt and compiete upon discontinuation of 
the drug. infrequently, signs and symptoms of steroid 
withdrawal may occur, requiring supplemental 
systemic corticosteroids. Children may absorb pro- 
portionally larger amounts of topical corticosteroids 
“and thus be more susceptible to systemic toxicity. (See 

PRECAUTIONS - Pediatric Use). If irritation devel- 
ops, topical corticosteroids should be discontinued 
and appropriate therapy instituted. In the presence of 
dermatological infections. the use of an appropriate 
antifungal or antibacterial agent should be instituted. 
lf a favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infection 
has been adequately controlled. 


Carcinogenesis, Mutagenesis, and Impairment of 
Fertility: Long-term animal studies have not been per- 
formed to evaluate the carcinogenic potential or the 
effect on fertility of topical corticosteroids. Studies to 
determine mutagenicity with prednisolone and hydro- 
cortisone have revealed negative results. 


. Pregnancy Category C: Corticosteroids are generally 
teratogenic in laboratory animais when administered sys- 
temically at relatively low dosage levels. The more potent 
corticosteroids have been shown to be teratogenic after 
dermal application in laboratory animals. There are no 
adequate and well-controlied studies in pregnant women 
on teratogenic effects from topically applied cortico- 
steroids. Therefore, topical corticosteroids should be 
used during pregnancy only if the potential benefit justi- 
fies the potential risk to the fetus. Drugs of this class 
should not be used extensively on pregnant patients, in 
large amounts, or for prolonged periods of time. 


Nursing Mothers: İt is not known whether topical ad- 
ministration of corticosteroids could result in sufficient 
systemic absorption to produce detectable quantities in 
breast milk. Systemically administered corticosteroids 
are secreted into breast milk in quantities not likely to 
: have a deleterious effect on the infant. Nevertheless, 
caution should be exercised when topical corticosteroids 
are administered to a nursing woman. 


Pediatric Use: Pediatric patients may demonstrate 
reater susceptibility to topical corticosteroid-induced 
HPA axis suppression and Cushing's syndrome than 
| mature patients because of a larger skin surface area to 
‘body weight ratio. Hypothaiamic-pituitary-adrenal (HPA) 
axis suppression, Cushing's syndrome, and intracranial 
hypertension have been reported in children receiving 
topical corticosteroids. Manifestations of adrenal 
suppression in children include linear growth retardation, 
delayed weight gain, low plasma cortisol levels, and ab- 
sence of response to ACTH stimulation. Manifestations 
of intracranial hypertension include bulging fontanelles, 
headaches, and bilateral papilledema. Administration of 
topical corticosteroids to children should be limited to the 
least amount compatible with an effective therapeutic 
regimen, Chronic corticosteroid therapy may interfere 
_ with the growth and development of children. 


ADVERSE REACTIONS: The following local adverse 
reactions are reported infrequently with topical corti- 
costercids, but may occur more frequently with the use of 
occlusive dressings. These reactions are listed in an ap- 
proximate decreasing order of occurrence: burning. 
tehing, irritation, dryness, folliculitis, hypertrichosis, 
acneiform eruptions, hypopigmentation, perioral der- 
— matitis, allergic contact dermatitis, maceration of the 
skin, secondary infection, skin atrophy, striae and miliaria. 
Mird. by: Altana inc., Melville, New York 

Dist. by: 1986 Westwood Pharmaceuticals inc., 

Buffalo, N.Y., U.S.A. 14213 


WESTWOOD” 


SCIENCE DEVOTED TO BETTER SKIN CARE. 


3: 1987 Westwood Pharmaceuticals 10r, Buffalo. New York 14213 








































National trend data on 
physician location in census 
regions, primary care 
specialties, patient care, and 
foreign medical graduates 
(FMGs). 


For the first time — 
physician-population ratios 
for selected years 1950-1982 
and ratios by specialty. 


Greater visualization of data 
— more charts, graphs, sum- 
mary tables give you the facts 
quickly.. . clearly . . . easily. 





Authoritative. Comprehensive. An essential 
reference for anyone using health care data for 
research, manpower planning, or publishing. 
Compiled and published by the organization that 
maintains the only comprehensive data base on 
all physicians in the country —the American 
Medical Association. 

In addition... 

e Tabulation which lists 82 general and sub- 
specialty categories as reported by physicians. 

* Special tabulations for rank of physician-popula 
tion ratios by state, counties without an active 
physician in patient care, and board certification 

s Physician statistics on school of graduation by 
year of graduation and state of location by age 
and sex. 

e Specialty and activity distributions for women 
and foreign medical graduates. 

Basic statistics showing federal and non-federal 

physician distribution for regional, county, and 

metropolitan areas provide the bases for compari- 
son essential for health services research, progran 
planning, and policy development. 

Only a limited number of copies of Physician 

Characteristics and Distribution in the U.S. will be 

printed, Don’t miss out. 





Order Form 
Book & Pamphlet 
Fulfillment OP 180/3 


P.O. Box 10946 
Chicago, IL 60610 





YES. Send me PHYSICIAN CHARACTERISTICS 
AND DISTRIBUTION IN THE U.S. 
1983 EDITION. OP 180/3 


American Medical Association 


Copies _ @ $35.00 per copy*..... $ 


Less 10% discount. 
AMA Members only ............ 5. 





Subtotal $ 
Sales Tax (IL, NY residents only)... 5 





Address 


Handling iss vases yəyə ədəmə tense $ 





Delivery Charge: 1-3 copies $2.50". 5 





City 


TOTAL $ 





State Zip 


Enclosed is my check payable to the 
American Medical Association, for $. 





Payment must accompany order. 


*For delivery charges on 4 or more books or information on quantity discounts call the AMA 
Department of Book and Pamphlet Fulfillment at (312) 280-7168. 








SOMETHING 


TOA 
COLLEAGUE!!! 


Want to sell your boat, sportscar, 
antiques, fine art? Want to rent your 
condo? Tell 300,000 colleagues 
about it every Friday in a CLASSIFIED 
AD in: 


American Medical 


CALL: TOLL FREE 


800/237-9851 
IN FLORIDA 813/443-7666 





Dermatologist 


Dermatologist wanted to join 200-physician 
multi-specialty group with an adjacent 450-bed 
hospital. New clinic building recently comp- 
leted. Gundersen Clinic is located” in a pro- 
gressive community of 50,000 with expanding 
university and private college. Cultural and 
recreational facilities. Beautiful setting; good 
schools. Excellent benefits and pension pro- 
grams, no investment required, write: 


Bruce A. Polender, M.D. 
Chairman, Personnel Committee 


Gundersen Clinic, Ltd. 


1836 South Avenue 
La Crosse, WI 54601 


An Equal Opportunity Employer 
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When someone in your family gets cancer, 
everyone in your family needs help. 


Nobody knows better than we do how much 
help and understanding is needed for the family of a 


cancer patient. The patient's spouse is under tremendous 


stress, and the childen are often forgotten or just plain 
left out. That’s why our service and rehabilitation 
programs emphasize the whole family, not just the 
cancer patient. 

We run local programs nationwide with millions of 
volunteers whose lives have been touched by family 
members or friends with cancer or who themselves are 
recovered cancer patients. That’s what makes the 
American Cancer Society one of the largest, best 


motivated and most caring of any health organization in 
the country. 

Among our regular services we provide information 
and guidance to patients and families, transport patients 
to and from treatment, supply home care items and assist 
patients in their return to everyday life. 

Life is what concerns us. The life of cancer patients. 
The lives of their families. 

So you Can see we are even more than the research 
organization we are so well known to be. 

No one faces 

cancer alone. $? AMERICAN CANCER SOCIETY 

4 


IT’S TIME 
TO GET OUT 
OF THE DARK. 


ORO. 





Open your eyes and see just how many 
subjects are covered in the new edition 
of the Consumer Information Catalog. 
It's free just for the asking and so are 
nearly half of the 200 federal publica- 
tions described inside. Booklets on sub- 
jects like financial and career planning; 
eating right, exercising, and staying 
healthy; housing and child care; federal 
benefit programs. Just about everything 
you would need to know. Write today. 
We'll send you the latest edition of the 
Consumer Information Catalog, which is 
updated and published quarterly. It'll be 
a great help, you'll see. Just write: 


. 
fae 


Consumer Information Center 


Department TD 
Pueblo, Colorado 81009 


A public service of this publication and the 
Consumer Information Center of the 
U.S. General Services Administration 





NEW YORK STATE 


Community Health Plan, a well-established, rapidly 
growing, non-profit Health Maintenance Organization 
serving over 100,000 members, is seeking a full-time 
Board Certified or Board Eligible Dermatologist for our 
largest multispecialty center in Latham, New York. 


Latham is located in New York State’s capitol district, 
an educational, cultural, and recreational center within 
easy reach of New York City, Boston, and Montreal. 


We are affiliated with teaching hospitals and a 
medical center, and opportunities for teaching exist. 


We offer a competitive salary with a generous 
vacation and benefit package. 


Call or send inquiries to: 
Lyna G. Harris 
Director 
Physician Recruiting 
Community Health Plan 
1201 Troy-Schenectady Road 
Latham, New York 12110 


Phones: 1-800-447-6006 From outside New York State 
1-800-544-4435 From within New York State 
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TUNEIN 
AMA VIDEO CLINIC 





FOR A NEW SEASON OF IMPORTANT 
CLINICAL UPDATES 





Stroke [J Suicide [L] Patient-Physician Communications 

Hypertension El Transient Ischemia Attacks C Common Arrhythmias 
AMA Video Clinic takes you beyond individual specialty lines into 

the leading medical centers and universities across the nation. Here, 
distinguished faculty members share with you practical patient care 
experiences using the concise, photodocumentary format of television. 





Join the hundreds of thousands of your colleagues who have already 
made AMA Video Clinic the most highly acclaimed, most widely viewed 
program for practicing physicians today.* 

Tune in AMA Video Clinic at your convenience: 

Sunday on Lifetime Cable Network (check local newspaper listings for 
time) or Thursday on Hospital Satellite Network. 


“Nielsen Lifesimi and HSN date on file 


OF TAMA VIDEO CLINIC 


WW 5) American Medical Association 
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‘ / 535 North Dearborn Street, Chicago, İL 60610 











You don't have to move 
mountains to make a differ- 
ence on this earth. 

By leaving even the small- 
est legacy to the American 
Cancer Society in your will, 
you can leave a loving and 
lasting impression on life. 

And giving life is the 
greatest 
way of leav- RICAN 
ing your W CANCER 
mark on it. 7 SOCIETY” 


For more information, call your 
local ACS Unit or write to the 
American Cancer Society, 


4 West 35th Street, New York, NY 10001. 


REFLECTIONS OF GREATNESS 


Gerald Ford, President: 1974 - 1977. 
Eagle Scout, 1927. 


“The child is father of the man.” Words- 
worth said it over one- hundred fifty 
years ago. The strengths ingrained in 

youth flourish with age. 










For more than seventy 
years, the Boy Scouts have 
perpetuated the ideals of 
America: honor, charac- 
ter, loyalty; duty to 
God, mankind, and 
country. 


It’s not surprising 
some of our 
nation’s outstand- 
3 ing citizens and 
| leaders have been 

( Boy Scouts. 


¢ 
is vi 
mə 


= BECOME A MEMBER OF THE NATIONAL BOY SCOUT 
ALUMNI FAMILY. — JOIN TODAY! 


Your one-year, $10 membership entitles you to the Alumni 
Bulletin, the Annual Report, a membership card and an 
attractive wall certificate suitable for framing. 

A three-year, $30 membership entitles you to a free Norman 
Rockwell print, as well as all of the benefits of a one-year 
membership. 

Write today ta 
National Boy Scout Alumni Family 
1325 Walnut Hill Lane € Irving, Texas 75062 - 1296 
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PATIENT MEDICATION INSTRUCTION 


PMI is a complete program for improving drug therapy effectiveness through 
patient education. 


Every day, thousands of physicians like you are improving prescription drug compli- 
ance with a simple act of patient education. 


They just supplement their spoken drug counsel with printed PMIs... Patient Medi- 
cation Instruction sheets that patients can take home and refer to later. 


PMI sheets contain balanced information on 81 of the most commonly prescribed drugs. 
Each sheet contains commonly accepted, scientific statements about a drug in easily 
understood language. 


These handy take-home sheets are part of a complete program that includes a poster 
for your exam room, and a PMI Desk Reference for quick cross-checking of drug names 
to PMI numbers. 


PMI is an easy-to-use program that is simple to start and maintain. As a matter of 
fact, approximately 9 out of 10 practicing physicians already using PMIs report satis- 
faction with the program and indicate continued use. 


You want your patients to learn about 


the drugs you prescribe from you. 

So join the drug information network 7 SMART WAYS TO TAKE YOUR MEDICINE 
program of choice—PMI from AMA. 

Call toll-free — 1-800-621-8335 


today for ordering information. 


You want your patients to know 





M080 eet 
— 2 ion instruction 
patient Medicatio Vv a 
For 

Drug Prese! PMI 066 Rauwolfia Alkaloids 


Directions 








Patient Medication Instruction Sheet 
For 

Drug Prescribed 

Directions for Use 


special in 
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— 


Special instructions: 
Please Read This ir 


Ms y 
uses of 1 ——— Bo, 
Sucralfate his sheet tells you a Ny 
Take thì has just prescribed NE. De, 


ALCOHO 


Having a baby is a time to take special care of yourself. When you re pregnant, everything you eat 
and drink affects the child you are carrying. 

Drinking beer, vvine or liquor may hurt your baby. Heavy drinking can result in serious permanent 
mental and physical birth defects. 





Alcohol is not something to be taken lightly during pregnancy. For baby s sake... and yours...the 
safest choice is not to drink during pregnancy. 


For more information, write the National Clearinghouse for Alcohol İnformation, Box 2345, Rockville, 
MD 20852. 


NIAAA NATIONAL INSTITUTE ON ALCOHOL ABUSE AND ALCOHOLISM 


IS NOT FOR UNBORN BABIES 





this publication Erymax’ cenhor eg 
is available in “4200050 


Erymax lopical Solution is indicated for the topical control of acne vulgaris. 


CONTRAINDICATIONS 
tion is contraindicated in persons who have shown hypersensitivity to erythromycin 
isted ingredients. 






Erymax Topic 
or any of the ol 
WARNING 
The safe use of Erymax Topical Solution during pregnancy or lactation has not been established 


PRECAUTIONS 





General: Th of antibiotic agents may be associated with the overgrowth of antibiotic-resistant 
rganisms. If ccurs, administration of this drug should be discontinued and appropriate measures 
taken 


Information for patients: Erymax Topical Solution is for external use only and should be kept away 
from the eyes, nose, mouth and other mucous membranes. Concomitant t topical acne therapy should 
be used caution because a cumulative irritancy effect may occur, especially with the use of peel 
ing, desquamating or abrasive agents. 
Carcinogenesis, Mutagenesis, Impairment of Fertility: Long-term animal studies to evaluate 
carcinogenic potential, mutagenicity, or the effect on fertility of erythromycin have not been performed 
-..— Hə Pines Category C. Animal reproduction studies have not been conducted with 
er also not known whether erythromycin can cause fetal harm when administered to 






























Please send me additional information. apeo . - nana -— reproduction capacity. Erythromycin should be given to a pregnant 

University Microfilms International Nursing Mothers: Erythromycin is excreted in breast milk. Caution should be exercised when 
erythromycin is administered to a nursing woman 

300 North Zeeb Road 18 Bedford Row ADVERSE REACTIONS 

Dept. PR: Dept. P.R. Adverse conditions reported include dryness, tenderness, pruritus, desquamation, erythema, oiliness, 

Ann Arbor, MI 48106 London, WC1R 4EJ and burning sensation. Irritation of the eyes has also been reported. A case of generalized urticarial 

U.S.A. England reaction, possibly related to the drug, which required the use of systemic steroid therapy, has been 
reported 

Name HOW SUPPLIED 

8 p Erymax Topical Solution, USP is supplied in a2 fl oz plastic bottle with optional Dab-O-Matic applicator 

Institution and a 4 fl oz plastic bottle. 

Street Herbert Laboratones 

City Irvine, California 92713, US.A 1986 Herbert Laboratories 








State 
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Faster responses and longer remissions than 4 

with Diprolene” Ointment or Halog” Cream ; 

When compared with Diprolene* (betamethasone dipropionate) Oint- 3 

ment, 0.05% in psoriasis, significantly greater improvement of ery- 4 


thema, scaling, and skin thickening was reported with TEMOVATE 
Ointment. Clinical responses occurred faster; at day 3 investigators 
noted a strong trend in favor of TEMOVATE (p< 0.1). This trend 
attained statistical significance at day 7 (p < 0.001). Even more impor- 
tantly, remissions lasted significantly longer with TEMOVATE." 


xə 


In a controlled comparison with Halog' (halcinonide) Cream, 0.1%, 
investigators reported “a superior pharmacologic efficiency of clobeta- 
sol [TEMOVATE Cream] in psoriasis as measured by degree, rate, and 
duration of healing.”” Investigators observed a significant treatment 
preference in favor of TEMOVATE by day 3 (p< 0.05); patient prefer- 
ence for TEMOVATE attained significance by day 7 (p< 0.001). 


ey x 
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A favorable safety profile 


TEMOVATE has the side-effects profile of a high-potency topical 
corticosteroid. The incidence of adverse reactions in US clinical trials ‘ad 

F was 3.5% for the ointment and 3.0% for the cream. The most frequent l 
reactions were local and included burning, itching, and stinging. l 
Because of the possibility of transient HPA axis suppression, treatment 
should not exceed 2 weeks and should be limited to 50 g per week. 
TEMOVATE is not recommended for children under 12 years of age. 
Occlusive dressings should not be used with TEMOVATE. 


"Diprolene is a registered trademark of Schering Corporation 
THalog is a registered trademark of E R. Squibb & Sons, Inc 


RAPID AND LONG-LASTING RESULTS IN PSORIASIS AND ECZEMA 


TEMOVATE 


(clobetasol propionate/Glaxo) 


CREAM, 0.05% OINTMENT, 0.05% _ 





Glaxo 


Unique compounds that are 
advancing dermatology 


Please see next page for brief summary of Prescribing Information. 
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Insc AND LONG-LASTING RESULTS BRIEF SUMMARY 
PSORIASIS AND ECZEMA 


TEMOVATE” 
_ (clobetasol propionate) 


Cream, 0.05% Ointment, 0.05% 


(potency expressed as clobetasol propionate) 


For Dermatological Use Only—Not for Ophthalmic Use. 
The following i S —..— only. Before prescribing, see complete prescribing information in TEMÜVATE” Cream and 


Ointment 
: TEMOVATE™ Cream and Ointment are contraindicated in patients who are hypersensitive to 
to other corticosteroids, or to any ingredient in these preparations. 
: General: “isa potent topical corticosteroid that has been shown to 
z HPA axis at doses as low as 2 ) ge gente absorption of topical corticosteroids has resulted in 
HPA axis suppression, manifestations ol ushingS syndrome, hyperglycemia, and glucosuria in some patients. 
Conditions which augment systemic absorption include the application of the more potent corticosteroids, use over 
large surface areas, prolonged use, and the addition of occlusive dressings. Therefore, patients zadı large dose of a 
hezi topical steroid applied to a large surface area should be evaluated periodically for evidence of HPA axis suppression 
the urinary free cortisol and ACTH stimulation tests. If HPA axis suppression is noted, an attempt should be made 
vida the drug, to reduce the frequency of application, or to substitute a less potent steroid. 
x mm gə Phas - is generally prompt and complete upon discontinuation of the drug. Infrequently, signs 
and thdrawal may occur. requiring supplemental systemic corticosteroids. 
on “cəyi mn Dea” of topical corticosteroids and thus be more susceptible to 
xə məb see 
Z irritation develops, topical ns Pea por be discontinued and appropriate therapy instituted 
5 R the presence of dermatological infections, the use of an appropriate antifungal or antibacterial agent should be 
instituted. Ita ə Cəməl does nol occur promptly, the corticosteroid should be discontinued until the infection has 


Certain eas ty te ei, such as the lace, gün, and axillae, are more prone to atrophic ə than other areas of 
. following treatment with corticosteroids. Frequent observation of the patient is important if these areas are 10 be 


As with other potent topical corticosteroids, TEMOVATE Cream and Ointment should not be used in the treatment of 
rosacea and perioral -— Topical corticosteroids in general should not be used in the treatment of acne 
İnformation For Patients: Patients using TEMOVATE should receive the following information and instructions 
1. This medication is to e ipie z the .. and should not be used longer than the prescribed time period 

İl is for external use only. Avoid contact with the eyes 
-2 This medication should not be used for any disorder other than that for which it was prescribed 
3 The treated red ees ener ai 
4. Any signs of local adverse reactions should be reported to 
Laboratory Tests: The following tests may be helpful in eval iq PA ak axis Suppression 
Urinary free cortisol test 
ACTH stimulation test 
is, Mutagenesis, Impairment of Fertility: Long-term animal studies have not been perlormed 10 
evaluate the carcinogenic potential or the effect on fertility of ae Corticosteroids 

Studies to determine ... with ar have 1 negative results 

ic Eft C: Corticosteroids are generally teratogenic in laboratory 
animals when administered a low əcəl levels. The more polent corticosteroids have been shown to 
be teratogenic in animals after dermal application. Clobetasol propionate has not been tested for teratogenicity by this route: 
 hovever, it əma to be fairly well 7—— and when administered subcutaneously, it proved to be a 


in both the rabbit 
e me no —— le and well-controlled studies of the teratogenic effects of topically applied corticosteroids in 
pregnant women. Therefore, topical corticosteroids should be used during pregnancy only il the potential benefit justifies the 
potential risk to the fetus. Drugs of this class should not be used extensively on pregnant patients in large amounts or for 


of time. 

“m İt is not known whether topical administration of corticosteroids could result in sufficient systemic 
peda hy to produce delectable quantities in breast milk. Systemically administered corticosteroids are secreted into breast 
milk in mk n gales not likely to have a deleterious effect on the infant. Nevertheless, caution should be exercised when topical 

Corticosteroids are prescribed for a nursing woman. 
Pediatric Use: Use of TEMOVATE Cream and Ointment in children under 12 ict of age is not recommended. 
Pediatric patients may demonstrate greater susceptibility to topical corticosteroid-induced HPA 
axis — and Cushing's syndrome than mature patients because of a large skin surface area-to- 


HPA axis suppression, Cushing's syndrome, and intracranial hypertension have been reported in children receiving 
topical corticosteroids. Manifestations 01 adrenal suppression in children include linear growth retardation, delayed weight 
gain, low plasma cortisol levels, and absence of response to ACTH stimulation. Manifestations of intracranial hypertension 
include bulging tontanelles, headaches, and bilateral papilledema 
ADVERSE IS: TEMOVATE™ Cream and Ointment are generally well tolerated when used for two-week treatment 


The most frequent adverse reactions reported for TEMOVATE Cream have been local and have included a 
a and stinging sensation. Less frequent adverse reactions were itching, skin atrophy, and cracking and fissuring 


The most frequent adverse events reported for TEMOVATE Ointment have been local and have included hı 
sensation, irritation, and itching. Less frequent adverse reactions vere stinging, cracking, erythema, folliculitis, numbness ol 
fingers, skin atrophy, and telangiectasia 
ou following local adverse reactions are reported infrequently when topical corticosteroids are used as recom- 
 mended. These reactions are listed in an approximately decreasing order of occurrence: burning, itching, irritation, dryness, 
folliculitis, — acneiform eruptions, hypopigmentation, perioral dermatitis, allergic contact dermatitis, macera- 
tion of the 2. infection, skin atrophy, striae, and miliaria. Systemic giclee of topical corticosteroids has 
produced reversible HPA axis suppression, manifestations of Cushing's syndrome, hyperglycemia, and glucosuria in some 
oo In rare instances, treatment (or withdrawal of treatment) of psoriasis with corticosteroids is thought 10 have 


form of the disease 
Topically applied TEMOVATE™ can be absorbed in sufficient amounts to produce systemic effects (see 


DOSAGE AND ADMINISTRATION: A thin layer of TEMÜVATE” Cream or ə should be applied with gentle 
at affected skin areas twice daily, once in the morning and once at ni 
a Cream and Ointment are potent; therefore, treatment must be limited to 14 days, and amounts 


Kea iə week should not be used. 
TEMOVATE Cream and Ointment are not to be used with occlusive dressings. 
m SUPPLIED: TEMOVATE™ Cream, 0.05% and TEMOVATE™ Ointment, 0.05% are both supplied in 15-g and 30-g 


Store between 15° and 30°C (59° and 86°F). TEMOVATE” Cream should not be refrigerated. 
© Copyright 1985, Glaxo Inc. All rights reserved August 1986 


References: 1. Jacobson C. Cornell RC, Savin RC: A comparison ot clobetasol propionate 0.05 percent ointment and an 
optimized betamethasone dipropionate 0.05 percent ointment in the treatment of psoriasis. Cutis 1986, 37:213-220. 2. Ellis 
CN, Van Scott EJ: Clobetasol propionate cream versus halcinonide cream in psoriasis. ‘nt! J Dermato! 1986. 25:332-333 


Glaxo 


Glaxo Dermatology Products, Glaxo Inc.. Research Triangle Park, NC 27709 
© Copyright 1986. Glaxo Inc TEMO61 September 1986 
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business skills 
qs sharp as 


your clinical skills... 


with AMA 


Practice Management 


Every year medical practice gets more complex, more competi- 
tive. To succeed today, a physician must be both a superb 
Clinician and an able business administrator. 


Our practice management study courses can contribute to the 
success of your practice because they provide demonstrated, 
practical business techniques on how you and your staff can 
improve practice efficiency and enhance patient satisfaction. 


Acquire medical practice management expertise quickly and 
easily with these AMA study courses. All courses can easily be 
adapted for group use by the purchase of additional study 
guides. ORDER ALL THREE COURSES TODAY! 


Videocassette course 

Developing a Marketing Plan for Your Medical Practice 

This 30-minute color videocassette package introduces you to 
basic concepts of modern marketing and describes how to apply 


study courses! 


them to medical practice. Included is a comprehensive study 
guide which serves as a valuable tool in creating a marketing 
plan appropriate for your practice situation. 


Audiocassette courses 


Medical Collection Study Course 

Collection of overdue accounts requires skill, courtesy, and tact. 
This course effectively teaches your staff professional tech- 
niques for dealing with patients in person and on the phone, 
and focuses on preventive and follow-up procedures to use in 
collecting accounts. 


Handling Patient Telephone Calls Effectively 

An excellent training tool or a good review for experienced per- 
sonnel, this study course demonstrates general telephone eti- 
quette and tactics for dealing with irate patients, requests for 
medical information, and emergencies. 


. Call Toll-free to Order: 1-800/621-8335 os 


(In Illinois, call collect 312/645-4987) 2 A 


-= 
| 


Mail to: 

Department of Registration and Fulfillment 
American Medical Association 

535 North Dearborn Street 

Chicago, IL 60610 











American 
Medical 
Association 
Department of 
Practice 
Management 
Check one: 
Bill me at address below. 
Payment enclosed for $. 
(Make check payable to the American Medical Association) 


im) 

















Namə — — d. 2 i 





Address = © 


City — a = 
State/Zip 














Telephone Rə = 


Specialty s 
Rental and purchase prices include one study guide. For information on quantity 
discounts for study guides (11 or more), write to address above. 





Medical Collection Study Course, OP 134. Includes audiocassette and workbook. 
O AMA member, $30 O Nonmember, $33 
Additional workbooks, OP 135 


O AMA member, $5 each O Nonmember, $6 each 


Handling Patient Telephone Calls Effectively, OP 081. Includes audiocassette 
and workbook. 

CO AMA member, $30 
Additional workbooks, OP 045 
O AMA member, $5 each O Nonmember, $6 each 
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C Nonmember, $33 | 
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AUDIOCASSETTE ORDERS ONLY: Please add $4 handling charge to each | 
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order (any number of cassettes) 


Developing a Marketing Plan for Your Medical Practice 
Rental: O AMA member, $70 
Purchase: [O AMA member, $250 


Additional study guides: $14 each 


O Nonmember, $85 
O Nonmember, $300 





Videocassette format: 
O U-Matic Playback 
O VHS Playback 


O Betamax Playback 1 
O Betamax Playback II 





Terms: Rented videocassettes must be returned within 15 days. Net cash 30 
days. Prices subject to chanae. 


Keep your 
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Tinea corporis (caused by 


Trichophyton rubrum): 


recalcitrant to griseofulvin 


and all other antifungal 
therapy for 19 years. 


m” 
Tinea capitis (caused by Micro- 
sporum canis): Patient also gave a 
10- to 15-year history of recalcitrant 
t. pedis and t. corporis, and possible 
photosensitivity to griseofulvin. 


Tinea cruris (caused by 

T. rubrum): Patient gave a 
5-year history of recalcitrant 
tinea cruris as wellas along 
history of tinea pedis. 


The Range of Antifungal Therapy Has Been 


After 2 weeks of therapy 
with NIZORAL tablets. 


"After 4 weeks of treatment with NIZORAL Tablets 200 mg once a day, and 
an additional 8 weeks of treatment with NIZORAL Tablets 400 mg once a 
ə KOH was negative after 8 weeks of therapy. Topical betamethasone 
valerate added to regimen after 8 weeks to resolve residual erythematous 
nodules. 





Before prescribing, please consult complete prescribing information, of which 
the following is a brief summary. 


WARNING: Ketoconazole has been associated with hepatic toxicity, 
including some fatalities. Patients receiving this drug should be informed 


by the physician of the risk and should be closely monitored. See 
WARNINGS and PRECAUTIONS sections 





INDICATIONS AND USAGE: NIZORAL (ketoconazole) is indicated for the 
treatment of the following systemic fungal infections: candidiasis, chronic 
mucocutaneous candidiasis, oral thrush, candiduria, blastomycosis, coccidioido 
mycosis, histoplasmosis, chromomycosis, and paracoccidioidomycosis. NIZORAL 
should not be used for fungal meningitis because it penetrates poorly into the 
cerebral-spinal fluid 


NIZORAL is also indicated for the treatment of patients with severe recalcitrant 
Cutaneous dermatophyte infections who have not responded to topical therapy or 
oral griseofulvin, or who are unable to take griseofulvin. 


CONTRAINDICATIONS: NIZORAL is contraindicated in patients who have 
shown hypersensitivity to the drug 


WARNINGS: Hepatotoxicity, primarily of the hepatocellular type, has 


After 6 months of therapy 
with NIZORAL tablets. 


-— 


been associated with the use of NIZORAL (ketoconazole), including rare 
fatalities. The reported incidence has been about 1:10,000 exposed 
patients, but this probably represents some degree of under-reporting, 
as is the case for most reported adverse reactions to drugs. The median 
duration of ketoconazole therapy in patients who developed symptomatic 
hepatotoxicity was about 28 days, although the range extended to as low 
as 3 days. The hepatic injury has usually, but not always, been reversible 
upon discontinuation of NIZORAL (ketoconazole) treatment. Several cases 
of hepatitis have been reported in children 

Prompt recognition of liver injury is essential. Liver function tests (such as SGGT, 
alkaline phosphatase, SGPT, SGOT and bilirubin) should be measured before 
Starting treatment and at frequent intervals during treatment. Patients receiving 
ketoconazole concurrently with other potentially hepatotoxic drugs should be 
carefully monitored, particularly those patients requiring prolonged therapy or 
those who have had a history of liver disease. 

Most of the reported cases of hepatic toxicity have to date been in patients 
treated for onychomycosis. Of 180 patients worldwide developing idiosyncratic 
liver dysfunction during ketoconazole therapy, 61.3% had onychomycosis and 
16.8% had chronic recalcitrant dermatophytoses 

Transient minor elevations in liver enzymes have occurred during ketoconazole 
treatment. The drug should be discontinued if these persist, if the abnormalities 
worsen, or if the abnormalities become accompanied by symptoms of possible 
liver injury 


In rare cases anaphylaxis has been reported after the first dose. Several 
cases of hypersensitivity reactions including urticaria have also been reported 


İn European clinical trials involving 350 patients with metastatic prostatic cancer, 


After 12 weeks of therapy 
with NIZORAL tablets* 





eleven deaths were reported within two weeks of starting treatment with high 
doses of ketoconazole (1200 mg/day). İt is not possible to ascertain from the 
information available whether death was related to ketoconazole therapy in tt 
patients with serious underlying disease. However, high doses of ketoconazol 
are known to suppress adrenal corticosteroid secretion 


İn female rats treated three to six months with ketoconazole at dose levels of 
80 mg/kg and higher, increased fragility of long bones, in some cases leading 
to fracture, was seen. The maximum “no-effect” dose level in these studies w 
20 mg/kg (2.5 times the maximum recommended human dose). The mechani 
responsible for this phenomenon is obscure. Limited studies in dogs failed to 
demonstrate such an effect on the metacarpals and ribs. 


PRECAUTIONS: Gereral: NIZORAL (ketoconazole) has been demonstrated 
lower serum testosterone. Once therapy with NIZORAL has been discontinuer 
serum testosterone levels return to baseline values. Testosterone levels are 
impaired with doses of 800 mg per day and abolished by 1600 mg per day. 
NIZORAL also decreases ACTH induced corticosteroid serum levels at similaı 
high doses. The recommended dose of 200 mü - 400 mg daily should be 
followed closely. 


In four subjects with drug-induced achlorhydria, a marked reduction in NIZOR 
absorption was observed. NIZORAL requires acidity for dissolution. If concom 
antacids, anticholinergics, and H,-blockers are needed, they should be given 
at least two hours after NIZORAL administration. In cases of achlorhydria, the 
patients should be instructed to dissolve each tablet or two teaspoonfuls of or 
Suspension in 4 ml aqueous solution of 0.2 N HCI. For ingesting the resulting 
mixture, they should use a drinking straw so as to avoid contact with the teeti 
This administration should be followed with a cup of tap water. 


NOVV INDICATED FOR 


Severe Recalcitrant 
Dermatophyte Infections 





NIZORAL 


(Ketoconazole 


6 The only once-a-day, orally effective, broad-spectrum, 





systemic antifungal agent 


ə Demonstrated efficacy: For the treatment of patients 
who have not responded to topical therapy or 
oral griseofulvin, or who are unable to take griseofulvin 


6 Worldwide experience: Used by over 6,000,000 patients 
around the world 


Warning: Ketoconazole has been associated with 
hepatic toxicity, including some fatalities. 
Patients receiving this drug should be informed by 


Information for Patents: Patients should be instructed to report any signs 
and symptoms which may suggest liver dysfunction so that appropriate 
biochemical testing can be done. Such signs and symptoms may include 
unusual fatigue, anorexia, nausea and/or vomiting, jaundice, dark urine 
or pale stools (see WARNINGS). 


Drug Interactions: \midazole compounds like ketoconazole may enhance the 
anticoagulant effect of coumarin-like drugs. In simultaneous treatment with 
imidazole drugs and coumarin drugs, the anticoagulant effect should be carefully 
titrated and monitored. 

Concomitant administration of rifampin with ketoconazole reduces the blood 
levels of the latter. INH (Isoniazid) is also reported to affect ketoconazole 
concentrations adversely. These drugs should not be given concomitantly. 


Ketoconazole increases the blood level of cyclosporin A. Blood levels of 
cyclosporin A should be monitored if the two drugs are given concomitantly. 


Concomitant administration of ketoconazole with phenytoin may alter the 
metabolism of one or both of the drugs. It is suggested to monitor both 
ketoconazole and phenytoin 


Pecause severe hypoglycemia has been reported in patients concomitantly 
receiving oral miconezole (an imidazole) and oral hypoglycemic agents, such 

a potential interaction involving the latter agents when used concomitantly with 
ketoconazole (an imidazole) can not be ruled out. 

Carcinogenesis, Mutagenesis, Impairment of Fertility: The dominant lethal 
mutation test in male and female mice revealed that single oral doses of 
NIZORAL as high as 80 mg/kg produced no mutation in any stage of germ cell 
development. The Ames Salmonella microsomal activator assay was also 


negative. A long term feeding study in Swiss Albino mice and in Wistar rats 
showed no evidence of oncogenic activity. 


Pregnancy: Teratogenic effects: Pregnancy Category C. NIZORAL 
(ketoconazole) has been shown to be teratogenic (syndactylia and oligodactylia) 
in the rat when given in the diet at 80 mg/kg/day, (10 times the maximum 
recommended human dose). However, these effects may be related to maternal 
toxicity, evidence of which also was seen at this and higher dose levels. 


There are no adequate and well controlled studies in pregnant women. NIZORAL 
should be used during pregnancy only if the potential benefit justifies the 
potential risk to the fetus. 


Nonteratogenic effects: NIZORAL has also been found to be embryotoxic 
in the rat when given in the diet at doses higher than 80 mg/kg during the first 
trimester of gestation 


In addition, dystocia (difficult labor) was noted in rats administered NIZORAL 
during the third trimester of gestation. This occurred when NIZORAL was admin- 
istered at doses higher than 10 mg/kg (higher than 1.25 times the maximum 
human dose). 

İt is likely that both the malformations and the embryotoxicity resulting from the 
administration of NIZORAL (ketoconazole) during gestation are a reflection 

of the particular sensitivity of the female rat to this drug. For example, the oral 
LDso of NIZORAL given by gavage to the female rat is 166 mg/kg whereas in the 
male rat the oral LDso is 287 mg/kg 


Nursing Mothers: Since NIZORAL is probably excreted in the milk, mothers 
who are under treatment should not breast feed. 


_ Pediatric Use: NIZORAL has not yet been systematically studied in children 


the physician of the risk and monitored closely. 


of any age, and essentially no information is available on children under 2 years 
NIZORAL should not be used in aediatric patients unless the potential benefit 
outweighs the risks. 


ADVERSE REACTIONS: In rare cases, anaphylaxis has been reported after 
the first dose. Several cases 0” hypersensitivity reactions including urticaria 
have also been reported. However, the most frequent adverse reactions were 
Nausea and/or vomiting in approximately 3%, abdominal pain in 1.2%, pruritus in 
1.5%, and the following in less than 1% of the patients: headache, dizziness, 
somnolence, fever and chills, photophobia, diarrhea, gynecomastia, impotence, 
thrombocytopenia, leukopenia, hemolytic anemia, and bulging fontanelles. 
Oligospermia has been reported in investigational studies with the drug at 
dosages above those currently approved. Although oligospermia has not been 
reported at dosages up to 400 mg daily, sperm counts have been obtained 
infrequently in patients treated with these dosages. Most of these reactions were 
mild and transient and rarely required discontinuation of NIZORAL. İn contrast, 
the rare occurrences of hepatic dysfunction require special attention 

(see WARNINGS). 


OVERDOSAGE: İn the event of accidental overdosage, supportive measures, 
including gastric lavage with sodium bicarbonate, should be employed. 


vam JANSSEN US. Patent 4,335,125 
JJ 
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Moisturel”:Lotion 
The touch of tomorrovv, preferred today. 


With Moisturel™ Lotion, the future of dry skin Patent Preference for Moisturel.” 
technology has more than arrived. Moisturel Excellent 

has been outstandingly accepted by derma- 7a 
tologists like yourself and by patients like : m” KA Pam Bi pro 


yours. In a nationwide survey* eight out of ten 


patients responding rated Moisturel better ed Moistute 





Average Patient Rating 
O 





than their previous hand and body lotion (see -. ct bal cana! zi ” THERAPEUTIC 
Figure). j Moisturel 
Offer your dry skin patients the touch of paor ——k-— 
tomorrow that they'll appreciate today. Rec- LOTION 
ommend Moisturel Lotion. 22: 
“Number of patients responding: 3,351. Data on file, Westwood Pharmaceuticals Inc Overall a ə as Consistency peti 2 et 
dryness burning 


Now in Canada. 
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a high-potency steroid with a difference 


Dedicated to Dermatology 
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A nevv name that 
brings together 


THE TVVO 
FORCES 
IN STEROID 
THERAPY. 


The high-potency steroid you need 
for rapid action. 


The safety you demand to minimize 
adverse reactions. 





Effective high-potency relief with 
optimal safety and cosmetic elegance. 
A Effective in treating psoriasis, eczema, and contact 


dermatitis. 


A More favorable safety profile and fewer restrictions 
than ultra high-potency steroids. 


AA unique, cosmetically elegant base free of parabens, 
propylene glycol, and quaternium-15. 











s Anti-inflammatory efficacy demonstrated 
F in clinical and histological examination. 
Contact Dermatitis Pre-treatment ə Contact Dermatitis Post-treatment 









ie. mild aloh of contact dermatitis car ei peleh of poison ivy 


to poison ivy. Microscopic biopsy shows dermatitis. Normalized epidermis with 
slightly acanthotic epidermis with intra- a slight perivascular mononuclear cell 
cellular edema and a perivascular mono- infiltrate that is resolving. 


| — PRESCRIBE 


Maxivate” ə 


K Same | 





| Maxivate” 


| Ointment, 


netamethasone 


dipropionate 0.05% “özrə əə” 
The balanced attack against dermatoses. 
WESTWOOD® Please see following page for brief 





mar 


summary of prescribing information. 
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MAXIVATE” 


(betamethasone dipropionate) 
Cream 0.05% 


Ointment 0.05% 
Lotion 0.05% 


INDICATIONS AND USAGE: Topical corticosteroids are 
indicated for the relief of the inflammatory and pruritic 
manifestations of corticosteroid-responsive dermatoses. 


CONTRAINDICATIONS: Topical corticosteroids are con- 
traindicated in those patients with a history of hyper- 
sensitivity to any of the components of the preparation. 


PRECAUTIONS: General: Systemic absorption of 
topical corticosteroids has produced reversible hypo- 
thalamic-pituitary-adrenal (HPA) axis suppression, man- 
ifestations of Cushing's syndrome, hyperglycemia, and 
glucosuria in some patients. Conditions which augment 
systemic absorption include the application of the more 
potent steroids, use over large surface areas, prolonged 
use, and the addition of occlusive dressings. Therefore, 
patients receiving a large dose of a potent topical steroid 
applied to a arpe surface area or under an occlusive 
dressing should evaluated periodically for evidence of 
HPA axis suppression by using the urinary free cortisol 
and ACTH stimulation tests. If HPA axis suppression is 
noted, an attempt should be made to withdraw the drug, 
to reduce the frequency of application, or to substitute a 
less potent steroid. Recovery of HPA axis function is 
generally prompt and complete upon discontinuation of 
the drug. Infrequently, signs and symptoms of steroid 
withdrawal may occur, requiring supplemental 
systemic corticosteroids. Children may absorb pro- 
portionally larger amounts of topical corticosteroids 
and thus be more susceptible to systemic toxicity. (See 
PRECAUTIONS - Pediatric Use). If irritation devel- 
ops, topical corticosteroids should be discontinued 
and appropriate therapy instituted. In the presence of 
dermatological infections, the use of an appropriate 
antifungal or antibacterial agent should be instituted. 
If a favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infection 
has been adequately controlled. 


Carcinogenesis, Mutagenesis, and Impairment of 
Fertility: Long-term animal studies have not been per- 
formed to evaluate the carcinogenic potential or the 
effect on fertility of topical corticosteroids. Studies to 
determine mutagenicity with prednisolone and hydro- 
cortisone have revealed negative results. 


Pregnancy Category C: Corticosteroids are generally 
teratogenic in laboratory animals when administered sys- 
temically at relatively low dosage levels. The more potent 
corticosteroids have been shown to be teratogenic after 
dermal application in laboratory animals. There are no 
adequate and well-controlled studies in pregnant women 
on teratogenic effects from topically applied cortico- 
steroids. Therefore, topical corticosteroids should be 
used during pregnancy only if the potential benefit justi- 
fies the potential risk to the fetus. Drugs of this class 
should not be used extensively on pregnant patients, in 
large amounts, or for prolonged periods of time. 


Nursing Mothers: It is not known whether topical ad- 
ministration of corticosteroids could result in sufficient 
systemic absorption to produce detectable quantities in 
breast milk. Systemically administered corticosteroids 
are secreted into breast milk in quantities not likely to 
have a deleterious effect on the infant. Nevertheless, 
caution should be exercised when topical corticosteroids 
are administered to a nursing woman. 


Pediatric Use: Pediatric patients may demonstrate 
reater susceptibility to topical corticosteroid-induced 
PA axis suppression and Cushing's syndrome than 

mature patients because of a larger skin surface area to 
body weight ratio. Hypothalamic-pituitary-adrenal (HPA) 
axis suppression, Cushing's syndrome, and intracranial 
hypertension have been reported in children receiving 
topical corticosteroids. Manifestations of adrenal 
suppression in children include linear growth retardation, 
delayed weight gain, low plasma cortisol levels, and ab- 
sence of response to ACTH stimulation. Manifestations 
of intracranial hypertension include bulging fontanelles, 
headaches, and bilateral papilledema. Administration of 
topical corticosteroids to children should be limited to the 
least amount compatible with an effective therapeutic 
regimen. Chronic corticosteroid therapy may interfere 
with the growth and development of children. 


ADVERSE REACTIONS: The following local adverse 
reactions are reported infrequently with topical corti- 
costeroids, but may occur more frequently with the use of 
occlusive dressings. These reactions are listed in an ap- 
proximate decreasing order of occurrence: burning, 
tening, irritation, dryness, folliculitis, hypertrichosis, 
acneiform eruptions, hypopigmentation, perioral der- 
matitis, allergic contact dermatitis, maceration of the 
skin, secondary infection, skin atrophy, striae and miliaria. 
Mfr'd. by: Altana Inc., Melville, New York 

Dist. by: 1986 Westwood Pharmaceuticals Inc., 

Buffalo, N.Y., U.S.A. 14213 
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Cutaneous Surgery 


Faculty position in an active unit 
for a second fully trained surgeon. 
An interest in training residents in 
surgery, performing advanced pro- 
cedures including Mohs and laser 
surgery and clinical research re- 
lated to surgery and/or wound 
healing is essential. Address inqui- 
ries to: 
William H. Eagistein, M.D. 
Chairman 
Department of Dermatology & 
Cutaneous Surgery 
University of Miami School 
of Medicine 
P.0. Box 016250 (R-250) 
Miami, Florida 33101 



























TWO 
IMMEDIATE OPPORTUNITIES: 
DERMATOLOGIST 
DERMATOLOGICAL SURGEON 


Immediate openings to join three other 
Dermatologists in a Group Private Practice 
with offices in Beverly Hills and Coastal 
Orange County, California. You must be 
Board Certified, highly qualified, with 
excellent interpersonal skills, and able to 
start full time as soon as possible. Full 
Benefits, including malpractice and health 
insurance. Outstanding compensation. 


Starting Salary 
Dermatological Surgeon $250,000/ 
year plus percentage 
Dermatologist $125,000/year plus 
percentage 


Please send C.V. to: 

Dale $. Vaughan, Administrator 
435 N. Roxbury Drive, Suite 208 
Beverly Hills, CA 90210 
213-858-7896 
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New PEN: KERA Creme with 
Keratin Binding Factor 


replaces natural moisturizing components 


NOC 0225.0440:35 


— PEN-KERA 


1 With Keratin Binding Factor 


 — Therapeutic Creme 
 İfOr Chronic Dry Skin 





Uniquely formulated for chronically dry skin 


Other moisturizers have some effects on dry skin problems—none of them 
treats the cause. But unique PEN“KERA contains Keratin Binding Factor, 
a Polyamino Sugar Condensate and urea, that has been synthesized to 
match the same biologic components as those found in the skin. 


Treats the cause of the problem 





Replaces the natural moisturizing components which absorb and retain 
Unique mode of action moisture and which are missing in dehydrated skin; and simulates the 
natural moisturizing mechanisms of the skin. 


Radioactivity studies document moisture uptake while controlled clinical 
trials demonstrate lasting effectiveness. 


With proven efficacy* 


"Data on file. 


® 
. ə s A B.F. Ascher & Company, In 
Recommend the scientifically advanced skin care for your patients! 2 vz KS 66219 
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(erythromycin) 
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DESCRIPTION 
A/T/S ®(erythromycin) i: 
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mycin) topical solur: 
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ACTIONS 
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antibiotic acti 
INDICATIONS 
A/T/S is indicated for the tc 
cal control of acne vulga 
CONTRAINDICATION 
A/T/S is contraindicatec 
persons who have sho 
hypersensitivity to any 
its ingredier 
WARNING 
The safe use of A/T/S duri 
pregnancy or lactation 1 
not been establish 
PRECAUTIONS 
A/T/S is for external use o1 
and should be kept away fri 
the eyes, nose, mouth, a 
mucous membranes. Cc 
comitant topical acne thera 
should be used with cauti 
because a cumulative irrita 
effect may occur. especia 
with the use of peeling, di 
quamating, or abrasive agen 
The use of antimicrob} 
agents may be associated vvi 
the overgrovvth of antibiot 
resistant organisms; in suck 
case, antibiotic administr 
tion should be stopped ar 
appropriate measures take 
ADVERSE REACTIONS 
Of a total of 90 patien 
exposed to the drug durir 
clinical effectiveness studie 
17 experienced some type 
adverse effect. These include 
dry skin, scaly skin, pruritu 
irritation of the eye, an 
burning sensatio 
DOSAGE AND 
ADMINISTRATION 
A/T/S should be applied 1 
the affected area twice a dz 
after the skin is thorough] 
washed with warm water an 
soap. Moisten the applicatc 
or a pad with A/T/S, then ru 
over the entire facial are: 
Acne lesions on the necl 
shoulder, chest, and back ma 
also be treated in this manne 
HOVV SUPPLIED 
Topical Solution-60 ml 
Store at controlled room tem 
perature 15° to 30°C (59°-86°F 


Q75061-98: 


İİ REALL 


(THANKS 
SO MUCH) 








Faster responses and longer remissions than 
with Diprolene” Ointment or Halog” Cream 


When compared with Diprolene* (betamethasone dipropionate) Oint- 
ment, 0.05% in psoriasis, significantly greater improvement of ery- 
thema, scaling, and skin thickening was reported with TEMOVATE 
Ointment. Clinical responses occurred faster; at day 3 investigators 
noted a strong trend in favor of TEMOVATE (p< 0.1). This trend 
attained statistical significance at day 7 (p< 0.001). Even more impor- 
tantly, remissions lasted significantly longer with TEMOVATE." 


In a controlled comparison with Halogf (halcinonide) Cream, 0.1%, 
investigators reported “a superior pharmacologic efficiency of clobeta- 
sol [TEMOVATE Cream] in psoriasis as measured by degree, rate, and 
duration of healing.”” Investigators observed a significant treatment 
preference in favor of TEMOVATE by day 3 (p< 0.05): patient prefer- 
ence for TEMOVATE attained significance by day 7 (p< 0.001). 


A favorable safety profile 


TEMOVATE has the side-effects profile of a high-potency topical 
corticosteroid. The incidence of adverse reactions in US clinical trials 
was 3.5% for the ointment and 3.0% for the cream. The most frequent 
reactions were local and included burning, itching, and stinging. 
Because of the possibility of transient HPA axis suppression, treatment 
should not exceed 2 weeks and should be limited to 50 g per week. 
TEMOVATE is not recommended for children under 12 years of age. 
Occlusive dressings should not be used with TEMOVATE. 


"Diprolene is a registered trademark of Schering Corporation 
"Halog is a registered trademark of E.R. Squibb & Sons, Inc 


RAPID AND LONG-LASTING RESULTS IN PSORIASIS AND ECZEMA 


TEMOVAT 


(clobetasol propionate/Glaxo) 


CREAM, 0.05% OINTMENT, 0.05% 





Unique compounds that are 
advancing dermatology 


Please see next page for brief summary of Prescribing Information. 
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RAPID AND LONG-LASTING RESULTS BRIEF SUMMARY 
IN PSORIASIS AND ECZEMA 


TEMOVATE™ 


(clobetasol propionate) 


Cream, 0.05% Ointment, 0.05% 


(potency expressed as clobetasol propionate) 


For Dermatological Use Only—Not for Ophthalmic Use. 


The following is a brief summary only. Before prescribing, see complete prescribing information in TEMOVATE™ Cream and 
Poe A labeling 

CONTRAINDICATIONS: TEMOVATE™ Cream and Ointment are contraindicated in patients who are hypersensitive to 
clobetasol propionate, to other corticosteroids, or to any ingredient in these preparations. 

PRECAUTIONS: General: TEMOVATE™ is a highly potent topical corticosteroid that has been shown to 
Suppress the HPA axis at doses as low as 2 g per day. Systemic absorption of topical corticosteroids has resulted in 
reversible HPA axis suppression, manifestations of Cushing's syndrome, hyperglycemia, and glucosuria in some patients. 

Conditions which augment systemic absorption include the application of the more potent corticosteroids, use over 
large surface areas, prolonged use, and the addition of occlusive dressings. Therefore, patients receiving a large dose of a 
potent topical steroid applied to a large surface area should be evaluated periodically for evidence of HPA axis suppression 
by using the urinary free cortisol and ACTH stimulation tests. It HPA axis suppression is noted, an attempt should be made 
to withdraw the drug, to reduce the frequency of application, or to substitute a less potent steroid 

Recovery of HPA axis function is generally prompt and complete upon discontinuation of the drug. infrequently, signs 
and symptoms of steroid withdrawal may occur, requiring supplemental systemic corticosteroids 

Children may absorb proportionally large amounts of topical corticosteroids and thus be more susceptible to 
systemic toxicity (see PRECAUTIONS: Pediatric Use) 

It irritation develops, topical corticosteroids should be discontinued and appropriate therapy instituted 

İn the presence of dermatological infections, the use of an appropriate antifungal or antibacterial agent should be 
instituted. If a favorable response does not occur promptly, the corticosteroid should be discontinued until the infection has 
been adequately controlled. 

Certain areas of the body, such as the face, groin, and axillae, are more prone to atrophic changes than other areas ot 
the body following treatment with corticosteroids. Frequent observation of the patient is important if these areas are to be 
treated 

As with other potent topical corticosteroids, TEMOVATE Cream and Ointment should not be used in the treatment of 
rosacea and perioral dermatitis. Topical corticosteroids in general should not be used in the treatment of acne. 
Information For Patients: Patients using TEMOVATE should receive the following information and instructions 
1. This medication is to be used as directed by the physician and should not be used longer than the prescribed time period 

İt is for external use only. Avoid contact with the eyes 
2. This medication should not be used for any disorder other than that for which it was prescribed 
3. The treated skin area should not be bandaged or otherwise covered or wrapped so as to be occlusive 
4. Any signs of local adverse reactions should be reported to ha physician 
Laboratory Tests: The following tests may be helpful in evaluating HPA axis suppression 
Urinary free cortisol test 
ACTH stimulation test 
Carcinogenesis, Mutagenesis, Impairment of Fertility: Long-term animal studies have not been performed to 
evaluate the carcinogenic potential or the effect on fertility of topically applied corticosteroids 

Studies to determine mutagenicity with prednisolone have revealed negative results 
Pregnancy: Teratogenic Effects: Pregnancy Category €: Corticosteroids are generally teratogenic in laboratory 
animals when administered systemically at relatively low dosage levels. The more potent corticosteroids have been shown to 
be teratogenic in animals after dermal application. Clobetasol propionate has not been tested for teratogenicity by this route: 
however, it appears to be fairly well absorbed percutaneously, and when administered subcutaneously, it proved to be a 
relatively potent teratogen in both the rabbit and the mouse. 

There are no adequate and well-controlled studies of the teratogenic effecis of topically applied corticosteroids in 
pregnant women. Therefore, topical corticosteroids should be used during pregnancy only if the potential benefit justifies the 
potential risk to the fetus. Drugs of this class should not be used extensively on pregnant patients in large amounts or for 
Prolonged periods of time. 

Nursing Mothers: İt is not known whether topical administration of corticosteroids could result in sufficient systemic 
absorption to produce detectable quantities in breast milk. Systemically administered corticosteroids are secreted into breast 
Milk in quantities not likely to have a deleterious effect on the intant. Nevertheless, caution should be exercised when topical 
corticosteroids are prescribed for a nursing woman. 

Pediatric Use: Use of TEMOVATE Cream and Ointment in children under 12 years of age is not recommended 

Pediatric patients may demonstrate greater susceptibility to topical corticosteroid-induced HPA 
ew suppression and Cushing's syndrome than mature patients because of a large skin surtace area-to- 

ly weight ratio. 

HPA axis suppression, Cushing's syndrome, and intracranial hypertension have been reported in children receiving 
topical corticosteroids. Manifestations of adrenal suppression in children include linear growth retardation, delayed weight 
gain, low plasma cortisol levels, and absence of response to ACTH stimulation. Manifestations of intracranial hypertension 
include bulging İontanelles, headaches, and bilateral papilledema 
ADVERSE REACTIONS: TEMOVATE™ Cream and Ointment are generally well tolerated when used for two-week treatment 
periods. 

The most frequent adverse reactions reported for TEMOVATE Cream have been local and have included burning 
sensation and stinging sensation. Less frequent adverse reactions were itching, skin atrophy, and cracking and fissuring of 
the skin . 

The most frequent adverse events reported for TEMOVATE Ointment have been local and have included burning 
sensation, irritation, and itching. Less frequent adverse reactions were stinging, cracking, erythema, folliculitis, numbness of 
lingers, skin atrophy, and telangiectasia 

The following local adverse reactions are reported infrequently when topical corticosteroids are used as recom- 
mended. These reactions are listed in an approximately decreasing order of occurrence: burning, itching, irritalion, dryness 
folliculitis, hypertrichosis, acneiform eruptions, hypopigmentation, perioral dermatitis, allergic contact dermatitis, macera- 
tion of the skin, secondary infection, skin atrophy, striae, and miliaria. Systemic absorption of topical corticosteroids has 
Produced reversible HPA axis suppression, manifestations of Cushing's syndrome, hyperglycemia, and glucosuria in some 
Patients. In rare instances, treatment (or withdrawal of treatment) of psoriasis with corticosteroids is thought to have 
provoked the pustular form of the disease 
OVERDOSAGE: Topically applied TEMOVATE™ can be absorbed in sufficient amounts to produce systemic effects (see 
PRECAUTIONS 
DOSAGE AND ADMINISTRATION: A thin layer of TEMOVATE™ Cream or Ointment should be applied with gentle 
ung to the affected skin areas twice daily, once in the morning and once at night 

EMOVATE Cream and Ointment are patent: therefore, treatment must be limited to 14 days, and amounts 
greater than 50 g per week should not be used. 

TEMOVATE Cream and Ointment are not to be used with occlusive dressings. 

z SUPPLIED: TEMOVATE™ Cream, 0.05% and TEMOVATE™ Ointment, 0.05% are both supplied in 15-g and 30-9 
tul 

Store between 15° and 30°C (59° and 86°F). TEMOVATE” Cream should not be refrigerated. 

© Copyright 1985, Glaxo Inc. All rights reserved. August 1986 





References: 1. Jacobson C. Cornell RC, Savin RC: A comparison of clobelasol propionate 0.05 percent ointment and an 
optimized betamethasone dipropionate 0.05 percent ointment in the treatment of psoriasis. Cutis 1986; 37:213-220. 2. Ellis 
CN, Van Scott EJ: Clobetasol propionate cream versus halcinonide cream in psoriasis. /ni/ J Dermatol 1986; 25:332-333. 
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NEW YORK STATE 


Community Health Plan, a well-established, rapidly 
growing, non-profit Health Maintenance Organization 
serving over 100,000 members, is seeking a full-time 
Board Certified or Board Eligible Dermatologist for our 
largest multispecialty center in Latham, New York. 


Latham is located in New York State’s capitol district, 
an educational, cultural, and recreational center within 
easy reach of New York City, Boston, and Montreal. 


We are affiliated with teaching hospitals and a 
medical center, and opportunities for teaching exist. 


We offer a competitive salary with a generous 
vacation and benefit package. 


Call or send inquiries to: 
Lynn G. Harris 
Director 
Physician Recruiting 
Community Health Plan 
1201 Troy-Schenectady Road 
Latham, New York 12110 


Phones: 1-800-447-6006 From outside New York State 
1-800-544-4435 From within New York State 
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beautiful by design 


Simplicity 


O One MYCELEX® Cream or Solution prescription covers a 


range of epidermal mycoses, with a choice of dosage forms The beautitully intricate design othe seeds ina 
to meet specific needs. radiating in opposite directions 


O Convenient b.i.d. application. 


Elegance 


O. Cosmetically elegant, nongreasy MYCELEX® 
Cream can be used for epidermal mycoses 
anywhere on the body. Also available as 
1% Solution. 


Beautiful by design 


O MYCELEX” is designed to provide in-depth 
dermal penetration with minimal systemic 
absorption. ' 


0O MYCELEX® Cream and Solution have 
demonstrated efficacy against C. albicans, 
M. furfur, T. rubrum, T. mentagrophytes, 
E. floccosum, and M. canis.? MYCELEX® Cream 
and Solution are indicated for tinea pedis, tinea 
cruris, tinea corporis, tinea versicolor (due to 
M. furfur), and candidiasis (due to C. albicans). 


Mycelex’ 


1% Cream 


(clotrimazole) 1% soiton 
The full coverage antifungal 








@ oom dr 
$ MILES Mycelex 1% 


(clotrimazole) Cream 





Hollister-Stier 


N OF MILES LAB 
= 


Please see brief summary of prescribing information on following page. 
© July 1986, Hollister-Stier, Division of Miles Laboratories, Inc. West Haven, Connecticut 06516 USA Printed in U.S.A HLQ-228 
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Mycelex’ 


1% Cream 


(clotrimazole) 1% soiton 
(For dermatologic use only) 


BRIEF SUMMARY 

Description: Mycelex* Cream and Solution contain clotrimazole, a synthetic antifungal agent 

Indications: Mycelex” Cream and Solution are indicated for the topical treatment of the follow- 

ing dermal infections: tinea pedis, tinea cruris, and tinea corporis due to Trichophyton rubrum, 

Trichophyton mentagrophytes, Epidermophyton floccosum, and Microsporum canis; candidia- 

sis due to Candida albicans, and tinea versicolor due to Malassezia furfur. 

Contraindications: Mycelex” Cream and Solution are contraindicated in individuals sensitive 

to any of their components 

Warnings: Mycelex” Cream and Solution are not for ophthalmic use. 

Precautions: General: If irritation or sensitivity develops with the use of Mycelex” Cream or 

Solution, treatment should be discontinued and appropriate therapy instituted. 

Information For Patients: 

The patient should be advised to: 

1. Use the medication for the full treatment time even though the symptoms may have im- 
proved. Notify the physician if there is no improvement after four weeks of treatment. 

2. Inform the physician if the area of application shows signs of increased irritation (redness, 
itching, burning, blistering, swelling, oozing) indicative of possible sensitization. 

3. Avoid the use of occlusive wrappings or dressings. 

4. Avoid sources of infection or reinfection 

Laboratory Tests: If there is lack of response to Mycelex” Cream or Solution, appropriate mi- 

crobiological studies should be repeated to confirm the diagnosis and rule out other pathogens 

before instituting another course of antimycotic therapy. 

rh Interactions: Synergism or antagonism between clotrimazole and nystatin, or amphoteri- 

cin B, or flucytosine against strains of C. albicans has not been reported 

Carcinogenesis, mutagenesis, impairment of fertility: An 18-month oral dosing study with 

Clotrimazole in rats has not revealed any carcinogenic effect. 

In tests for mutagenesis, chromosomes of the spermatophores of Chinese hamsters which had 

been exposed to clotrimazole were examined for structural changes during the metaphase. 

Prior to testing, the hamsters had received five oral clotrimazole doses of 100 mg/kg body 

weight. The results of this study showed that clotrimazole had no mutagenic effect. 

Usage in Pregnancy: Pregnancy Category B: The disposition of 14C-clotrimazole has been 

studied in humans and animals. Clotrimazole is very poorly absorbed following dermal applica- 

tion or intravaginal administration to humans. 

In clinical trials, use of vaginally applied clotrimazole in en women in their second and 

third trimesters has not been associated with ill effects. There are, however, no adequate and 

well-controlled studies in pregnant women during the first trimester of pregnancy. 

Studies in pregnant rats with intravaginal doses up to 100 mg/kg have revealed no evidence of 

harm to the fetus due to clotrimazole. 

High oral doses of clotrimazole in rats and mice ranging from 50 to 120 mg/kg resulted in em- 

bryotoxicity (possibly secondary to maternal toxicity), impairment of mating, decreased litter 

size and number of viable young and decreased pup survival to peann. However, clotrimazole 

was not teratogenic in mice, rabbits and rats at oral doses up to 200, 180 and 100 mg/kg, respec- 

tively. Oral absorption in the rat amounts to approximately 90% of the administered dose 

Because animal reproduction studies are not always predictive of human response, this drug 

should be used only if clearly indicated during the first trimester of pregnancy. 

Nursing Mothers: İt is not known whether this drug is excreted in human milk. Because many 

drugs are excreted in human milk, caution should be exercised when clotrimazole is used by a 

nursing woman 

Pediatric Use: Safety and effectiveness in children have been established for clotrimazole when 

used as indicated and in the recommended dosage. 

Adverse Reactions: The following adverse reactions have been reported in connection with the 

use of the cream and solution forms of this product: erythema, stinging, blistering, peeling, 

edema, pruritus, urticaria, burning, and general irritation of the skin 

Overdosage: Acute overdosage with topical application of clotrimazole is unlikely and would 

not be expected to lead to a life-threatening situation 

Dosage and Administration: Gently massage sufficient Mycelex® Cream or Solution into the 

affected and surrounding skin areas twice a day, in the morning and evening. 

Clinical improvement, with relief of pruritus, usually occurs within the first week of treatment 

with Mycelex. If the patient shows no clinical improvement after four weeks of treatment with 

Mycelex, the diagnosis should be reviewed 

How Supplied: Mycelex” Cream 1% is supplied in 15, 30, and (2 x 45) gram tubes. 

Mycelex” Solution 1% is supplied in 10 ml and 30 mi plastic bottles 

Store between 2° and 30°C (36° and 86°F). 

U.S. Patents No. 3,660,577 and 3,705,172 


Miles Pharmaceuticals 
Division of Miles Laboratories, Inc. 
West Haven, Connecticut 06516 
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ə (erythromycin) 2% 
Topical Solution, USP 


INDICATIONS 
Erymax Topical Solution is indicated for the topical control of acne vulgaris 


CONTRAINDICATIONS 
Erymax Topical Solution is contraindicated in persons who have shown hypersensitivity to erythromycin 
or any of the other listed ingredients. 


WARNING 
The safe use of Erymax Topical Solution during pregnancy or lactation has not been established. 


PRECAUTIONS 
General: The use of antibiotic agents may be associated with the overgrowth of antibiotic-resistant 
organisms. If this occurs, administration of this drug should be discontinued and appropriate measures 
taken. 


Information for patients: Erymax Topical Solution is for external use only and should be kept away 
from the eyes, nose, mouth and other mucous membranes. Concomitant topical acne therapy should 
be used with caution because a cumulative irrilancy effect may occur, especially with the use of peel- 
ing, desquamating or abrasive agents. 


Carcinogenesis, Mutagenesis, Impairment of Fertility: Long-term animal studies to evaluate 
carcinogenic potential, mutagenicity, or the effect on fertility of erythromycin have not been performed. 
Pregnancy: Pregnancy Category C. Animal reproduction studies have not been conducted with 
erythromycin. It is also not known whether erythromycin can cause fetal harm when administered to 
@ pregnant woman or can affect reproduction capacity. Erythromycin should be given to a pregnant 
woman only if clearly needed 

Nursing Mothers: Erythromycin is excreted in breast milk. Caution should be exercised when 
erythromycin is administered to a nursing woman 


ADVERSE REACTIONS 
Adverse conditions reported include dryness, tenderness, pruritus, desquamation, erythema, oiliness, 
and burning sensation. Irritation of the eyes has also been reported. A case of generalized urticarial 
reaction, possibly related to the drug, which required the use of systemic steroid therapy, has been 
reported 


HOW SUPPLIED 
Erymax Topical Solution, USP is supplied in a 2 fl oz plastic bottle with optional Dab-O-Matic applicator 
and a 4 fl oz plastic bottle. 
Herbert Laboratones 
A SMITHKLINE BECKMAN COMPANY 


Irvine, California 92713, US.A. ©1986 Herbert Laboratories 


“Living in the city 
is lonely enough... 
vvith herpes its like 
solitary confinement.’ 


Mae 


7 


a 


(acyclovir) 


CAPSULES 


Prevent genital herpes 
recurrences 

month after month with 
daily therapy. 


(In controlled studies, recurrences were 
totally Mərə for'4 to 6 months in up to 
75% of patients.) 


Please see ldst page of this advertiseme nt for 
brief summary of prescribing information, 





ZOVIRAX 
(acyclovir) 


CAPSULES 


Help free your 


patients from 
recurrences. 


Daily therapy 


Coping with genital herpes is 
rarely easy. For some, the 
worst part is the pain and 
discomfort of frequent attacks 
— month after month, year 
after year. For others, the 
emotional burden presents a 
more difficult problem, leading 
to social isolation, anxiety, and 
diminished self-esteem. 


Prevent or reduce 


recurrences 


Although your patients have 
to live with herpes, they 
shouldn't have to suffer. Daily 
therapy with ZOVIRAX 
CAPSULES can help free 
them from the cycle of 
recurrent genital herpes. For 
many, one capsule three times 
a day can suppress recurrences 
completely while on therapy. 


Generally 


well tolerated 


Daily therapy with ZOVIRAX 
CAPSULES is generally well 
tolerated. The most frequent 
adverse reactions reported 
during clinical trials were 
headache, diarrhea, nausea/ 
vomiting, vertigo, and 
arthralgia. 

The physical and emotional 
difficulties posed by genital 
herpes are unique for each 
patient. The frequency and 
severity of recurrent episodes, 
as well as the emotional 
impact of the disease, should 
be considered when selecting 
daily therapy with ZOVIRAX 
CAPSULES. 


Please see brief summary of 
prescribing information on next page. 
























ZOVIRAX 


(acyclovir) 


CAPSULES 


Brief Summary 


INDICATIONS AND USAGE: Zovirax Cap- 
sules are indicated for the treatment of initial 
episodes and the management of recurrent epi- 
sodes of genital herpes in certain patients. 

The severity of disease is variable depending 
upon the immune status of the patient, the fre- 
quency and duration of episodes, and the degree 
of cutaneous or systemic involvement. These 
factors should determine patient management, 
which may include symptomatic support and 
counseling only, or the institution of specific 
therapy. The pin ysical, emotional and psycho- 
social difficulties posed by herpes infections as 
well as the degree of debilitation, particularly in 
immunocempromised patients, are unique for 
each patient, and the physician should deter- 
mine therapeutic alternatives based on his or 
her understanding of the individual patient’s 
needs. Thus Zovirax Capsules are not appropri- 
ate in treating all genital herpes infections. 
following guidelines may be useful in weighing 
the benefit/risk considerations in specific disease 
categories: 

First Episodes (primary and nonprimary infec- 
tions — commonly known as initial genital 
herpes): 

Double-blind, placebo-controlled studies have 
demonstrated that orally administered Zovirax 
significantly reduced the duration of acute infec- 
tion (detection of virus in lesions by tissue cul- 
ture) and lesion healing. The duration of pain 
and new lesion formation was decreased in 
some patient groupa: The promptness of 
initiation of therapy and/or the patient’s prior 
exposure to Herpes simplex virus may influence 
the degree of benefit from therapy. Patients with 
mild disease may derive less benefit than those 
with more severe episodes. In patients with ex- 
tremely severe episodes, in whìch prostration, 
central nervous system involvement, urinary 
retention or inability to take oral medication re- 
quire hospitalization and more aggressive man- 
agement, therapy may be best initiated with 
intravenous Zovirax. 


Recurrent Episodes: 

Double-blind, placebo-controlled studies in 
patients with frequent recurrences (6 or more 
episodes per year) have shown that Zovirax 

apsules given for 4 to 6 months prevented or 
reduced the frequency and/or severity of recur- 
rences in greater than 95% of patients. Clinical 
recurrences were prevented in 40 to 75% of pa- 
tients. Some patients experienced increa 
severity of the first episode following cessation 
of therapy; the severity of subsequent episodes 
and the effect on the natural history of the 
disease are still under study 

The safety and efficacy of orally administered 
acyclovir in the suppression of frequent episodes 
of genital herpes have been established only for 
up to 6 months. Chronic də. therapy is 
most appropriate when, in the judgement of the 
physician, the benefits of such a regimen out- 
weigh known or potential adverse effects. In 
general, Zovirax Capsules should not be used for 
the suppression of recurrent disease in mildly 
affe patients. Unanswered questions con- 
cerning the human relevance of in vitro muta- 
genicity studies and reproductive toxicity 
studies in animals given very high doses of acy- 
clovir for short periods (see Carcinogenesis, 
Mutagenesis, Impairment of Fertility) should be 
borne in mind when designing long-term man- 
agement for individual patients. Discussion of 
these issues with patients will provide them the 
opportunity to weigh the potential for toxicity 
against the severity of their disease. Thus, this 
regimen should be considered only for appropri- 
ate patients and only for six months until the 
results of ongoing studies allow a more precise 
evaluation of the benefit/risk assessment of 
prolonged therapy. 

Limited studies have shown that there are cer- 


tain patients for whom intermittent short-term 


treatment of recurrent episodes is effective. This 


Prevent recurrences’ 
month after month 


upproacn may pe more appropriate wien. wasup: 
pressive regimen in patients with infrequent. 
recurrences. 

Immunocompromised patients with recurrent 
herpes infections can be treated with either 
intermittent or chronic suppressive therapy. 
Clinically significant resistance, although rare, 
is more likely to be seen with prolonged or re- 
peated therapy in severely immunotompromised 
patients with active lesions. 


CONTRAINDICATIONS: Zovirax Capsules 
are contraindicated for patients who develop 
hypersensitivity or intolerance to the compo- 
nents of the formulation. 


WARNINGS: Zovirax Capsules are intended for 
oral ingestion only. 


PRECAUTIONS: General: Zovirax has caused 
decreased spermatogenesis at high doses in some 
animals and mutagenesis in some acute studies 
at high concentrations of drug (see PRECAU- 
TIONS — Carcinogenesis, Mutagenesis, 
Impairment of Fertility). The recommended dos- 
age and length of treatment should not be ex- 
ceeded (see AGE AND ADMINISTRATION). 

Exposure of Herpes simplex isolates to acy- 
clovir in vitro can lead to the emergence of less 
sensitive viruses. The possibility of the appear- 
ance of less sensitive viruses in man must be 
borne in mind when treating patients. The rela- 
tionship between the in vitro sensitivity of 
Herpes simplex virus to acyclovir and clinical 
response to therapy has yet to be established. 

Because of the possibility that less sensitive 
virus may be selected in patients who are receiv- 
ing acyclovir, all patients should be advised to 
take particular care to avoid potential transmis- 
sion of virus if active lesions are present while 
they are on therapy. In severely immunocompro- 
mised patients, the physician should be aware 
that prolonged or repeated courses of acyclovir 
may result in selection of resistant viruses 
which may not fully respond to continued acy- 
clovir therapy. 


Drug Interactions: Co-administration of pro- 
benecid with intravenous acyclovir has been 
shown to increase the mean half-life and the 
area under the concentration-time curve. 
Urinary excretion and renal clearance were 
correspondingly reduced. 


Carcinogenesis, Mutagenesis, Impairment 
of Fertility: Acyclovir was tested in lifetime 
bioassays in rats and mice at single daily doses 
of 50, 150 and 450 mg/kg given by gavage. There 
was no statistically significant difference in the 
incidence of tumors between treated and control 
animals, nor did acyclovir shorten the latency of 
tumors. Ín 2 in vitro cell transformation assays, 
used to provide preliminary assessment of poten- 
tial oncogenicity in advance of these more defini- 
tive life-time bioassays in rodents, conflicting 
results were obtained. Acyclovir was positive 

at the highest dose used in one system and the 
resulting morphologically transformed cells 
formed tumors when inoculated into immuno- 
suppressed, syngeneic, weanling mice. Acyclovir 
was negative in another transformation system 
considered less sensitive. 

In acute studies, there was an increase, not 
statistically significant, in the incidence of 
chromosomal damage at maximum tolerated 
parenteral doses of 100 mg/kg acyclovir ìn rats 

ut not Chinese hamsters; higher doses of 500 
and 1000 mg/kg were clastogenic in Chinese 
hamsters. In addition, no activity was found 
after 5 days dosing in a dominant lethal study in 
mice. In 6 of 11 microbial and mammalian cell 
assays, no evidence of mutagenicity was ob- 
served. At 3 loci in a Chinese hamster ovary cell 
line, the results were inconclusive. In 2 mam- 
malian cell assays (human lymphocytes and 
L5178Y mouse lymphoma cells in vitro), positive 
responses for mutagenicity and chromosomal 
damage occurred, but only at concentrations at 
least 400 times the acyclovir plasma levels 
achieved in man. 

Acyclovir has not been shown to impair fertil- 
ity or reproduction in mice (450 mg/kg/day, m 
or in rats (25 mg/kg/day, s.c.). At 50 mg/kg/day 
s.c. in the rat, there was a statistically sig- 
nificant increase in post-impiantation loss, but 
no concomitant decrease in litter size. In female 
rabbits treated subcutaneously with acyclovir 
subsequent to mating, there was a statistically 
significant decrease in implantation efficiency 
but no concomitant decrease in litter size at a 
dose of 50 mg/kg/day. No effect upon implanta- 
tion efficiency was observed when the same dose 
was administered intravenously. In a rat peri- 
and postnatal study at 50 mg/kg/day s.c., there 
was a statistically significant decrease in the 
group mean numbers of corpora lutea, total 
implantation sites and live fetuses in the F: 
generation. Although not statistically signifi- 


cant, IDETE Was aiso a dose TEIALEO: 
ti 


100 mg/kg/day, a dose known to cause obstruc- 
tive nephropathy in rabbits, caused a significant 
increase in fetal resorptions and a corresponding 
decrease in litter size. However, at a maximum 
tolerated intravenous dose of 50 mgikg'da in 
rabbits, there were no drug-related reproductive 
effects. 

Intraperitoneal doses of 320 or 80 mg/kg/day 
acyclovir given to rats for 1 and 6 months, re- 
spectively, caused testicular atrophy, Testicular 
atrophy was persistent through the 4-week post- 
dose recovery phase after 320 mg/kg/day; some 
evidence of recovery of sperm production was 
evident 30 days postos. Intravenous doses of 
100 and 200 mg/kg/day acyclovir given to dogs 
for 31 days caused aspermatogenesis. Testicles 
were normal in dogs given 50 mg/kg/day, i.v. for 
one month. 


Pregnancy: Teratogenic Effects: Pregnancy 
Category C.\Acyclovir was not teratogenic in the 
mouse (450 mg/kg/day, p.o.), rat (50 mg/kg/day, 
s.c.) or rabbit (50 mg/day s.c. and i.v.). There 
are no adequate and well-controlled studies in 
pregnant women. Acyclovir should not be used 
during pregnancy unless the potential benefit 
justifies the potential risk to the fetus. Although 
acyclovir was not teratogenic in animal studies,, 
the drug’s potential for causing chromosome 
breaks at high concentration should be taken 
into consideration in making this determination. 


Nursing Mothers: It is not known whether this 
drug is excreted in human milk. Because many 
drugs are excreted in human milk, caution 
should be exercised when Zovirax is adminis- 
tered to a nursing woman. In nursing mothers, 
consideration should be given to not using acy- 
clovir treatment or discontinuing breastfeeding. 


Pediatric Use: Safety and effectiveness in 
children have not been established. 


ADVERSE REACTIONS — Short-Term 
Administration: The most frequent adverse 
reactions reported during clinical trials were 
nausea and/or vomiting in 8 of 298 patient treat- 
ments (2.7%) and headache in 2 of 298 (0.6%). 
Less frequent adverse reactions, each of which 
occurred in 1 of 298 patient treatments (0.3%), 
included diarrhea, dizziness, anorexia, fatigue, 
edema, skin rash, leg pain, inguinal adenopathy, 
medication taste and sore throat. 

Long-Term Administration: The most frequent 
adverse reactions reported in studies ot daily 
therapy for 3 to 6 months were headache in 33 of 
251 patients (13.1%), diarrhea in 22 of 251 
(8.8%), nausea and/or vomiting in 20 of 251 
(8.0%), vertigo in 9 of 251 (3.6%), and arthralgia 
in 9 of 251 (3.6%). Less frequent adverse reac- 
tions, each of which occurred in less than 3% of 
the 251 patients (see number of patients in 
parentheses), included skin rash (7), insomnia, 
(4), fatigue (7), fever (4), palpitations (1), sore 
throat (2), superficial throm phlebitis (1), 
muscle cramps (2), pars planitis (1), menstrual 
abnormality (4), acne (3), lymphadenopathy (2), 
irritability (1), accelerated hair loss (1), and 
depression (1). 

DOSAGE AND ADMINISTRATION: Treat- 
ment of initial genital herpes: One 200 mg cap- 
sule every 4 hours, while awake, for a total of 

5 capsules daily for 10 days (total 50 capsules). 

Chronic suppressive therapy for recur- 
rent disease: One 200 mg capsule 3 times daily 
for up to 6 months. Some patients may require 
more drug, up to one 200 mg capsule 5 times 
daily for up to 6 months. 

Intermittent Therapy: One 200 mg capsule 
every 4 hours, while awake, for a total of 5 
capsules daily for 5 days (total 25 capsules). 
Therapy should be initiated at the earliest sign 
or symptom (prodrome! of recurrence. 

Patients With Acute or Chronic Renal Im- 
pairment: One 200 mg capsule every 12 hours is 
recommended for patients with creatinine clear- 
ance <10 ml/min/1.73/m?. 

HOW SUPPLIED: Zovirax Capsules (blue, 
opaque) containing 200 mg acyclovir and printed 
with “Wellcome ZOVIRAX 200”- Bottles of 100 
(NDC-0081-0991-55) and unit dose pack of 100 
(NDC-0081-0991-56). 

Store at 15°-30°C (59°-86°F) and protect from 
light. 





*In controlled studies, recurrences were totally 
prevented for 4 to6 months in up to 75% ef patients. 


Burroughs Wellcome Co. 

Research Triangle Park 

Wellcome | North Carolina 27709 

Copr. © 1986 Burroughs Wellcome Co. All rights reserved. 86-ZOV-5 




















Instructions for Authors 


Careful attention to this information will expedite review and 
publication of manuscripts. 


Submission of Manuscripts.—Submit three (3) complete copies of 
both the manuscript and all illustrative material to Kenneth A. 
Arndt, MD, Editor, Archives of Dermatology, Beth Israel Hospital, 
Room J-333, Boston, MA 02215; (617) 735-3200. Manuscripts are 
considered with the understanding that neither the article nor any 
essential parts have been previously published anywhere in any 
language and are not under simultaneous consideration by anoth- 
er publication. Accepted manuscripts become the permanent 
property of the publisher (AMA) and may not be published 
elsewhere without written permission from the AMA. After 
publication, certain articles may appear in translation in foreign 
language editions of the AMA journals. The entire manuscript 
should be double-spaced, including the title page, abstract, refer- 
ences, legends for figures, and tables, with nonjustified right-hand 
margins of at least 2.5 em (1 in). 


Transmittal Letter and Copyright Transfer.—Each manuscript 
must be accompanied by a transmittal letter. This letter should 
indicate to which author correspondence should be sent and the 
corresponding author’s address and telephone number. 

Transmittal letters must contain the following statement 
signed by all authors: “In consideration of the American Medical 
Association’s taking action in reviewing and editing my submis- 
sion, the author(s) undersigned hereby transfers, assigns, or 
otherwise conveys all copyright ownership to the AMA in the 
event that such work is published by the AMA.” In the case of 
federal employees, each author must sign the following statement: 
“I was an employee of the US federal government when this work 
was investigated and prepared for publication; therefore, it is not 
protected by the Copyright Act and there is no copyright of which 
the ownership can be transferred.” 

We encourage authors to suggest two to four reviewers. For 
each possible reviewer, please provide full name and address. 


Financial Interest.— List all affiliations with or financial involve- 
ment in any organization or entity with a direct financial interest 
in the subject matter or materials of the research discussed in the 
manuscript (eg, employment, consultancies, stock ownership). All 
such information will be held in confidence during the review 
process. Should the manuscript be accepted, the editor will discuss 
with the author the extent of disclosures appropriate for publica- 
tion. 


Manuscript.—Type manuscript one side only, on heavy-duty 
white bond paper, 22 X 28 em (812 X 11 in). Begin each section on 
separate pages: title page, synopsis, abstract, text, acknowledg- 
ments, references, legends, and tables. Type the page number in 
the upper right-hand corner of each page and number consecutive- 
ly beginning with the title page. Send an original copy and two 
photocopies. 


Style.— Manuseripts should conform to acceptable English 
usage and syntax. Authors are urged to seek clarity, brevity, and 
pertinence in all submitted ‘material. Use metric units through- 
out. 


Metrication (and SI Units). Al] measurements must be in metric 
units, with Systéme International (SI) equivalents given paren- 
thetically, in accordance with AMA policy. 


Title Page (First Section).—List the title; author’s full name, 
academic degrees, institutional affiliations, and location; address 
to which reprint requests should be sent; and, if the manuscript 
was presented at a meeting, the name of the organization and the 
place and date it was read. Titles should be short, specific, and 
clear. 

Synopsis (Second Section).—For publication in the table of con- 
tents, provide a 20- to 30-word, one- or two-sentence précis of 
manuscripts describing clinical or laboratory investigations. 

Abstract (Third Section).—This section (135-word maximum) 
should be a condensed, self-explanatory statement that both gives 
an overview and summarizes the aims, methods, findings, and 
conclusions of the article. The abstract replaces the summary. 

Textual Material (Fourth Section).— Manuscripts are examined by 
the editorial board and are usually sent to two outside reviewers. 
Articles reporting the results of investigations on human subjects 
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must include a statement that informed consent was obtained — 
after the nature of the procedure(s) had been fully explained. 
Generic drug names should be used. Brand names may be included 
in parentheses if desired. 

All accepted manuscripts are subject to copy editing. The 
corresponding author will receive a copy of the edited typescript 
and—upon request only—of the final proof for approval. The 
authors are responsible for all statements in their work, including 
changes made by the copy editor and authorized by the corre- 
sponding author. Forms for ordering reprints are provided with 
the edited typescript sent for approval. Reprints so requested are 
shipped six to eight weeks after publication. Manuscripts contain- 
ing statistical evaluations should include the name and affiliation 
of the statistical reviewer. 


References (Fifth Section). These should be numbered in order of 
appearance in the text (not alphabetically) and given in the style 
of the Index Medicus. Refer to articles in this issue for specific 
examples, preferred punctuation, and sequence style. Do not 
include unpublished data, personal communications or manu- 
scripts “submitted” in the list of references. Such material, if 
essential, may be incorporated in the body of the article. Authors 
are responsible for bibliographic accuracy. 

Legends for Figures (Sixth Section).—Legends should have a 
maximum length of 40 words. Magnification and stain should be 
provided for photomicrographs. 


Tables (Seventh Section).—These must supplement, not duplicate, 
information in the text and be self-explanatory. Each table should 
have a brief title and be typed on a separate page. Do not use 
oversized paper. 


Illustrations. These should be submitted as unmounted, high- 
contrast, glossy photographic prints. The preferred size is 13 X 17 
em (5X7 in). Line drawings, graphs, and charts should be 
professionally drawn, photographed, and sent as prints. Do not 
send original artwork. 

For color photographs to be considered for publication, send 
original transparencies mounted on cardboard and two sets of 
unmounted glossy prints. The author’s share of reproduction 
expenses is $400 for up to six illustrations that can be arranged on 
one page. A letter of intent to pay color fee must accompany 
submission. 

Each illustration must be numbered and cited in the text. Each 
figure should have a label affixed on its back indicating the figure 
number, name of senior author, and the top of the illustration. 
Photographic consent must accompany recognizable photographs 
of patients. If photograph is of a minor, both parents (or guardian) 
must sign the consent form. 


Acknowledgments.—TIllustrative or textual material from other 
publications must be acknowledged and publishers’ permission to 
reproduce should be submitted. 


Correspondence (See also Correspondence Section).—Correspon- 
dence should be double-spaced, submitted in triplicate, clearly 
marked “for publication,” and should not exceed 500 words or 
contain more than five references and two figures. Correspon- 
dence is published as space permits, is subject to editing at the 
discretion of the editor, and must include a copyright transfer 
statement (see above) when submitted. 


Announcements.—Those relevant to the readership will be pub- 
lished at the discretion of the editor as space permits. In general, 
announcements will be published only once. 


CHECKLIST FOR AUTHORS 


___ Transmittal letter, including 

Name, address, and telephone number of corresponding 

author 

Copyright transfer statement signed by all authors 

Names and addresses of possible reviewers 

Three copies of illustrations and manuscript 

Double-spaced type throughout abstract, references, legends, 

and tables 

____References on separate sheet in proper format, all cited in 
text 

___If relevant: patient photograph consent form, informed çon- 
sent statement within “Patients and Methods” section, state- 
ment of intent to pay color reproduction fee, permission to 
reproduce previously published material. 
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Dermatologist 


Dermatologist wanted to join 200-physician 
multi~specialty group with an adjacent 450-bed 
hospital. New clinic building recently comp- 
leted. Gundersen Clinic is located”in a pro- 
gressive community of 50,000 with expanding 
university and private college. Cultural and 
recreational facilities. Beautiful setting; good 
schools. Excellent benefits and pension pro- 
grams, nc investment required, write: 




































Bruce A. Polender, M.D. 
Chairman, Personnel Committee 


Gundersen Clinic, Ltd. 


1836 South Avenue 
La Crosse, WI 54601 


An Equal Opportunity Employer 





Clinical 
Dermatopharmacology Position 





The main focus of this faculty 
position will be clinical research of 
new drugs and technologies. A 
clinical studies unit and co-ordi- 
nator are operational. Ideal posi- 
tion for a person who enjoys a wide 
variety of contacts, organizing and 
new ideas. Address inquiries to: 
William H. Eaglstein, M.D. 
Chairman 
Department of Dermatology & 
Cutaneous Surgery 
University of Miami School 
of Medicine 
P.O. Box 016250 (R-250) 
Miami, Florida 33101 














Gris-PEG® (griseofulvin ultramicrosize) 
Tablets USP 125mg; 250mg 


INDICATIONS: Gris-PEG (griseofulvin ultramicrasize) is-indicated 
for the treatment of the following ringworm infections: tinea eor = 
poris (ringworm of the body), tinea pedis {athlete's foot}, tinea 
cruris (ringworm of the groin and thigh), t7ned barbae (barber's 
itch), tinea capitis (ringworm of the scalp), and tinea unguium 
(onychomycosis, ringvvorm “of the nails), when caused by one or 
more of the following genera of fungi: Trichophyton rubreny, 
Trichophyton tonsurans, Trichophyton mentagraph yies, 
Trichophyton interdigitalis, Trichophyton verrucosum, 
Tricophyton megnini, Trichophyton gallinae, Tricaphyton 
erateriform, Trichophyton sulphureum, Tricophytan schoenleini, © 
Microsporum audouini, Microsporum canis, Microsporum: > 
gypseum and Epidermophyton floccosum. NOTE: Prior to therapy, 
the type of fungi responsible for the infection should be identified: 
The use of the drug is not justified in minor or trivial infections. 
which will respond to topical agents alone, Griseofulvin is not ef- 
fective in the following: bacterial infections, candidiasis- 
(moniliasis), histoplasmosis, actinomye sporotrichesis, 
chromoblastomycosis, coccidioidemycos North American 
blastomycosis, cryptococcosis (torulosis), tinea versicolor and 
nocardiosis. CONTRAINDICATIONS: This drug is contraindicated 
in patients with porphyria or hepatocellular failure and in ine 
dividuals with a history of hypersensitivity to griseofulvin. WAR: . 
NINGS: Prophylactic Usage--Safety and efficacy of griseofulvin for 
prophylaxis of fungal infections has not been established, Animal 
Tovicology~-Chronic feeding of griseofulvin, at levels ranging from 
0.5% to 2.5% of the diet, resulted in the development of fiver 
tumors in several strains of mice, particularly in males, Smaller par- 
ticle sizes result in an enhanced effect. Lower oral dosage levels 
have not been tested. Subcutaneous administration of relatively 
small doses of griseofulvin once a week during the first three weeks 
of life has also been reported to induce hepatomata in mice. Thyroid 
tumors, mastly adenomas but some carcinomas, have been reported 
in male rats receiving griseofulvin at levels of 2.0%, 1.0% and 0.2% 
of the diet, and in female rats receiving the two higher dose levels, 
Although studies in other animal species have not yielded evidence 
of tumorigenicity, these studies were not of adequate design to form 
a basis for conclusions in this regard. In subacute toxicity studies, 
orally administered griseofulvin produced hepatocellular necrosis, 
in mice, but this has not been seen in other species. Disturbances. 
in porphyrin metabolism have been reported in griseofulvin-treated 
laboratory animals. Griseofulvin has been reported to have aisi 
colchicine-like effect on mitosis and cocarcinogenicity. with © 
methylcholanthrene in cutaneous tumor induction in laboratory: 
animals. Usage in Pregnancy—The safety of this drug during) 
pregnancy has not been established. Animal Reproduction 
Studies—It has been reported in the literature that griseofulvin vas: 
found to be embryotoxic and teratogenic on oral administration to: 
pregnant rats. Pups with abnormalities have been reported ih the 
litters of a few bitches treated with griseofulvin. Suppressitn of 
spermatogenesis has been reported to occur in rats, but investiga- 
tion in man failed to confirm this, PRECAUTIONS; Patients on pro- 
longed therapy with any potent medication should be under close 
observation, Periodic monitoring of organ system function, in- 
cluding renal, hepatic and hematopoietic, should be done. Since 
griseofulvin is derived from species of Penicillium, the possibility 
of cross sensitivity with penicillin exists; however, known penicilline.- 
sensitive patients have been treated without difficulty, Since a 
photosensitivity reaction is occasionally associated with 
griseofulvin therapy, patients should be warned to avoid exposure 
to intense natural or artificial sunlight. Lupus erythematosus or 
lupus-like syndromes have been reported in patients receiving 
griseofulvin. Griseofulvin decreases the activity of warfarin-type 
anticoagulants so that patients receiving these drugs concomitantly 
may require dosage adjustment of the anticoagulant during and 
after griseofulvin therapy. Barbiturates usually depress grisecfulvin 
activity and concomitant administration may require a dosage ad- 
justment of the antifungal agent. There have been reports in the 
literature of possible interactions between griseofulvin and oral 
contraceptives. The effect of alcohol may be potentiated by 
griseofulvin, producing such effects as tachycardia and flush. 
ADVERSE REACTIONS: When adverse reactions occur, they are 
most commonly of the hypersensitivity type such as skin rashes 0) 
urticaria, and rarely, angicneurotic edema, and may necessitate = 
withdrawal of therapy and appropriate countermeasures.» 
Paresthesias of the hands and feet have been reported rarely after 
extended therapy. Other side effects reported occasionally are oral 
thrush, nausea, vomiting, epigastric distress, diarrhea, headache, 
fatigue, dizziness, insomnia, mental confusion, and impairment of 
performance of routine activities. Proteinuria and leukopenia have =i 
been reported rarely, Administration of the drug should be discon 
tinued if granulocytepenia occurs. When rare, serious reactions ocs i 
cur with griseofulvin, they are usually associated with high dosages oo 
long periods of therapy, or both 
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The CORRESPONDENCE department of the ARCHIVES is 
meant to provide a forum for exchange of ideas about 
cutaneous medicine and surgery, and is divided into two 
- sections, The COMMENTS AND OPINIONS section is intended for 
“responses to articles previously published in the journal or 
for comments on philosophic and practical issues pertain- 
“mg to dermatology. If an ARCHIVES article is discussed, the 
letter should contain this reference and be received within 
two months of the article’s publication. The vIGNETTES 
section contains ministudies, very short case reports, rapid 
publications, and preliminary observations that lack the 
data to qualify as full journal articles. 

We encourage submission of letters for publication in the 
CORRESPONDENCE section. Acceptance is contingent on edito- 
rial review and space available. Correspondence should be 
double-spaced, submitted in triplicate, and be clearly 
marked “for publication.” Correspondence should not 
exceed 500 words, contain more than five references and 
two figures, and must include a copyright transfer state- 
ment (see Instructions for Authors) when submitted. 













Comments and Opinions 





The Cause of Dermatitis Herpetiformis 


To the Editor.—In their article on dermatitis herpet- 
iformis, Olbricht et al’ state that dermatitis herpeti- 
formis is a skin disorder of unknown cause. This is 
not correct. The rash clears after withdrawal of 
gluten from the diet? and recurs on reintroduction of 
gluten.’ Thus, by anybody’s definition, the cause of 
the rash is gluten and is known. 

LIONEL Fry, MD, FRCP 

J. N. Leonarp, MD, MRCP 

C. E. M. Grirritus, MRCP 

St Mary’s Hospital 

Praed Street 

London W2 1NY, England 


1. Olbricht SM, Flotte TJ, Collins AB, et al: Dermatitis herpet- 
iformis: Cutaneous deposition of polyclonal IgA1. Arch Dermatol 
1986:122:418-421. 

2. Fry L, Seah PP, Riches DJ, et al: Clearance of skin lesions of 
dermatitis herpetiformis after gluten withdrawal. Lancet 
1973:1:288-291. 

8. Leonard JN, Haffenden G, Tucker W, et al: Gluten challenge 
in dermatitis herpetiformis. N Engl J Med 1983;308:816-819. 





: In Reply.—The role of gluten in the pathophysiology 
“of dermatitis herpetiformis was clearly presented in 
our article,’ complete with references to articles by 
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Drs Fry and Leonard. To state that the cause of the _ 
disorder is gluten is, however, simplistic, even mis- 
leading, since most people include gluten in their 
diets on a daily basis without development of this 
disease. The cause of dermatitis herpetiformis 
resides in an abnormal immune response to gluten 
that is yet to be elucidated. 
Suzanne M. Ougricut, MD 
Department of Dermatology - 
Beth Israel Hospital 
330 Brookline Ave 
Boston, MA 02215 
TERENCE J. Harrist, MD 
Boston 


1. Olbricht SM, Flotte TJ, Collins AB, et al: Dermatitis herpet- 
iformis: Cutaneous deposition of polyclonal 1gA1. Arch Dermatol 
1986;122:418-421. 
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Leukopenia and Neutropenia Associated With 
Isotretinoin Therapy 


To the Editor.—Isotretinoin therapy is very effective 
in the treatment of acne vulgaris.' Adverse effects of 
this drug therapy are dose-related and are more 
severe at doses above 1 mg/kg/d.” Slight anemia or 
leukopenia has been mentioned as occurring in 
approximately 10% of patients’; however, in a 
recent series of 94 patients, hematologic abnormali- 
ties were not noted.’ A brief case history described “a 
patient with profound leukopenia, below 1000 neu- 
trophils, which resolved over a several-month period 
after the isotretinoin was discontinued.” We recent- 
ly cared for a patient who developed leukopenia and 
neutropenia associated with isotretinoin therapy, 
which has persisted despite discontinuation of the 
medication. 


Report of a Case.—A 19-year-old man presented for 


treatment of papulocystic acne vulgaris of the face and 


back for three-years’ duration. He had been previously 
treated with numerous antibiotics administered systemi- 
cally, including tetracycline hydrochloride, minocycline 


hydrochloride, and erythromycin ethylsuccinate, with only © . 


temporary benefit. In December 1984, he was treated with 


isotretinoin (40 mg administered orally twice daily [0.95 - 


mg/kg/d]). After 18 weeks, his acne vulgaris improved 
significantly with a 95% reduction of inflammatory pap- 
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Fig 1.—Leukocyte counts during (weeks 1 to 18) and after 
(weeks 19 to 53) isotretinoin therapy. Arrow indicates 18th 
week of therapy. 


ules and no evidence of cystic lesions. Results of urinalysis, 


< automated chemistry group, as well as triglyceride and 
“cholesterol evaluations were within normal limits at 0, 5, 


10, 14, and 18 weeks. His pretherapeutic leukocyte count 

< was 5100/mm? (5.1 X 10°/L) (normal, 4800/mm:? [4.8 x 10°/ 
L] to 10800/mm: [10.8 X 10”/L)), and neutrophil count was 
2500/mm: (2.5 x 10°/L) (normal, 52000/mm” [>2.00 x 10°/ 
L]). The leukocyte and neutrophil counts decreased pro- 
gressively after the administration of isotretinoin therapy 
(Figs 1 and 2). At the 18th week, isotretinoin therapy was 
discontinued because the patient’s neutrophil count was 
less than 1000/mm? (<1.00 X 10°/L). 

The patient denied any systemic complaints. Consulta- 
tion with a specialist in hematology revealed a healthy 
19-year-old man with resolving acne vulgaris. There was 


“no lymphadenopathy or hepatosplenomegaly. A peripheral 


‘smear confirmed a diagnosis of leukopenia and neutrope- 
nia with no morphologic abnormalities of either leukocytes 
= or erythrocytes. Bone marrow aspiration revealed a hypo- 

: cellular marrow with a diminished population of neutro- 
philic stem cells. There were no atypical cells, and the 
karyotype was normal. Additional laboratory studies, 


~. including antinuclear anfibody, anti-nDNA, rapid plasma 


reagin, thyroid profile, chest roentgenogram, and Mono- 
spot test, were normal or negative. 


. Comment.—Review of the case histories of 213 
patients with acne vulgaris treated with isotretinoin 
in our dermatology clinic revealed that only the 
patient described herein had evidence of neutropenia 

— and leukopenia. Considering the low prevalence of 
- isotretinoin-induced neutropenia (five of 1000 
patients), the reaction would appear to be idiosyn- 

 eratic. Genetic variations of drug metabolism, indi- 
vidual differences of drug pharmacokinetics, or an 
- individual abnormal sensitivity of myeloid precur- 
-sors may explain this isolated reaction.** 

- There are limitations in establishing a causal 

relationship between the administration of isotreti- 

noin therapy and the leukopenia and neutropenia 
noted in this patient. A rechallenge with the medica- 
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Fig 2.—Neutrophil counts during (weeks 1 to 18) and after 
(weeks 19 to 53) isotretinoin therapy. Arrow indicates 18th 
week of therapy. 


tion is not possible in the setting of an already 
depressed neutrophil count. However, the fall and 
temporary rise of the leukocyte and neutrophil 
counts after the administration and discontinuation 
of isotretinoin therapy, respectively, would tend to 
support a role for the efficacy of isotretinoin thera- 
py. Furthermore, the transient elevation in neutro- 
phil count peaking at the 18th day after isotretinoin 
therapy was discontinued may represent an “over- 
shoot” neutrophilia; with proliferation of the 
myeloid forms, neutrophils appear in the circulation 
seven to 14 days after discontinuation of therapy 
with this drug.‘ 

It is difficult to explain the subsequent persistent 
neutropenia. The half-lives of isotretinoin and its 
metabolite 4-oxo-isotretinoin are ten to 20 hours and 
20 to 29 hours, respectively.’ The patient denied 
self-administration of either isotretinoin or vitamin 
supplements containing vitamin A. Therefore, it is 
unlikely that the persistent drug suppression of 
granulocytopoiesis was present in our patient. How- 
ever, consistent with the bone marrow findings, it is 
possible that the medication caused selective stem- 
cell damage. 

MAJ STEPHEN J. Frrepman, MC, USA 
Dermatology Service 

Department of Internal Medicine 
William Beaumont Army Medical Center 
El Paso, TX 79920-0115 


The opinions contained herein are the views of the author and 
are not to be construed as official or as reflecting the views of the 
United States Army or the Department of Defense. 
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Unilateral Lichen Planus: An Unusual Presentation 


To the Editor.—Lichen planus (LP) was first re- 
ported by Wilson’? in 1869. Several clinical variants 
of LP are now recognized. We describe a case of 
unilateral LP, stopping abruptly at the midline, 
which, to our knowledge, has not been previously 
reported. 


Report of a Case.—A 61-year-old man was seen with a 
pruritic eruption of eight months’ duration that began on 
his left arm at the site of application of nitroglycerin 
patches. Over the next few months the eruption spread to 
involve his left upper and lower extremities, and the left 
side of his trunk. He had no history of skin disease. His 
medical history was only significant for angina pectoris, 
for which he was being treated with the topical nitrogly- 
cerin. 

At the time of presentation, our patient had linear 
violaceous plaques with mild scaling and slight hyperpig- 


Fig 1.—Lichen planus present in unilateral distribution. 
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Fig 2.—Bandlike infiltrate at dermoepidermal junction. Vacuoli- 
zation of basal cell layer. Rete ridges are sawtoothed in 
appearance (hematoxylin-eosin, original magnification X40). 


mentation on the left extremities and left side of the trunk 
(Fig 1). The lesions extended to, but stopped abruptly at, 
the midline of the body. The mucous membranes, scalp, 
palms, and soles were normal. Slight nail dystrophy con- 
sistent with LP was noted. There were no other lesions. 

Results of a biopsy of the lesion revealed inflammation 
at the dermoepidermal junction with pigmentary inconti- 
nence. The rete ridges were sawtoothed in appearance, and 
orthokeratosis was present (Fig 2). The findings were 
diagnostic of LP. 

He was treated with 0.25% desoximetasone cream twice 
daily. Within ten months, there was resolution of all 
plaques except those of the left arm, which only partially 
cleared. 


Comment.—While several variants of LP have 
been described,** to our knowledge a strictly unilat- 
eral presentation of LP has not been reported. The 
basis for unilateral lesions in our patient is not clear. 
As LP is known to exhibit Koebner’s phenomenon, 
repeated application of nitroglycerin patches could 
have contributed to the lesions at this site. However, 
the presence of other lesions on the same side of the 
body cannot be explained on this basis. 

The demarcation of the lesions at the midline was 
remarkable (Fig 1), but difficult to explain. In the 
past a viral cause for LP has been considered. The 
distribution of lesions in our patient could be consis- 
tent with a viral dermatosis similar to that of 
multidermatomal herpes zoster, in that it affected 
only one side of the body. In addition, other cases of 
linear LP have been described.** Our patient may 
have demonstrated an extension of this variant with 
unilateral restriction. 

This case suggests that the differential diagnosis 
of unilateral dermatoses should include LP. 

ApırYA K. Gupta, MD 

Davin C. GorsuLowsky, MD 
Department of Dermatology 
University of Michigan Medical Center 
1500 E Medical Center Dr 

Ann Arbor, MI 48109-0314 
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Actinic Reticuloid: 
An Immunohistochemical Study 


To the Editor.—One of the distressing conditions of 
actinic reticuloid (AR) is its persistence for long 
durations without any demonstrable contact with 
the photoallergen. It is hypothesized that autoreac- 
tive cells are activated in the skin lesion of AR. We 
report a case of AR with the immunohistochemical 
study of the affected site. 


Report of a Case.—A 75-year-old Japanese man had a 
four-year history of pruritic rash that first appeared on 
the sun-exposed areas of his body and then extended to the 
covered areas within two years. There was no family 
history of dermatoses. 

Physical examination showed scattered, violaceous pap- 
ules on the face (Figure) and moderate lichenification of 
the skin over the light-exposed area of the neck, the hands, 
and the nape. Of the peripheral blood mononuclear cells, 


Scattered papules on cheek and chin. 
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Composition of Dermal Infiltrating Cells* 


% Reactive Cells in Interstitium 





Site of 
Biopsy Leu-1 
Chin 80 






Leu-7 Anti-Tac OKla 
5 5 60 


Leu-3a 
40 


Leu-2a 
40 























* Stained sections were examined at X500 with a 10 X 10-mm 
indexing grid. Reactive and total cells were enumerated in two distinct 
dermal loci within each field. These data were expressed as the 
Proportion of cells in the dermal interstitium reactive with a given 
monoclonal antibody. 


39% (0.39) were OKT8-reactive (normal value, 21% to 32% 
[0.21 to 0.32]), and 30% (0.30) were OKIa-reactive (normal 
value, 8.8% to 20.6% [0.09 to 0.21]). The results of other 
laboratory examinations, including a 24-hour urinary 
specimen test for quantitative uroporphyrin and copropor- 
phyrin determinations, were within normal limits. Avoid- 
ance of sun exposure and application of topical corticoste- 
roids brought only a slight improvement in the skin 
condition. 

In phototesting, the minimal erythematous dose (MED) 
of ultraviolet light in the B range was 4.8 mJ/em? (normal 
Japanese MED, 12.6 to 21 mJ/cm?), and the MED of 
ultraviolet light in the A range was 1.5 J/cm? (normal 
Japanese MED, no response up to 10.8 J/em?). An erythem- 
atous reaction developed following visible light irradiation 
from a slide projector for 60 min (normal Japanese reac- 
tion, no response). 

The results of photopatch testing were negative with the 
following materials at a concentration of 1% in petrola- 
tum: tetrachlorosalicylanilide, tribromosalicylanilide, tri- 
chlorosalicylanilide, bithionol, hexachlorophene, benzo- 
caine, 6- and 7-methyleoumarine, musk ambrette, and the 
cosmetics used in the patient’s barbershop. 

The biopsy specimen from the face showed acanthosis 
and slight spongiosis of the epidermis, and a dense infil- 
trate of lymphocytes and histiocytes intermingled with 
plasma cells and eosinophils in the upper dermis. Mononu- 
clear cells with hyperchromatic and large indented nuclei 
were observed. 

The facial eruption was studied by the peroxidase- 
antiperoxidase staining method with the use of a panel of 
monoclonal antibodies as previously deseribed. The infil- 
trating mononuclear cells consisted mainly of Leu-1- 
positive cells, in which Leu-3a- and Leu-2a-positive cells 
were present in equal numbers (Table). Cells reactive with 
OKIa comprised about half of the infiltrating cells. Anti- 
Leu-7-reactive cells and Tac-positive cells constituted 
small but definite populations. 


Comment.—The clinical and histologic features of 
this case, plus broad spectral sensitivity to light in 
the visible range, supported the diagnosis of AR. 
Consistent with the finding by Chu et al, T cells with 
the suppressor/cytotoxic phenotype were increased 
in the circulating blood mononuclear cells. In the 
skin lesion, both helper/inducer and suppressor/ 
cytotoxic T cells were the main elements among the 
infiltrating cells. Since the percentage of the OKIa- 
reactive cells exceeded that of non-T cells, at least 
half of the T cells seemed to express HLA-DR 
antigens, ie, the cell activation marker. Recently, 
Ralfkiaer et al“ reported a similar observation in 
three of five patients with AR. We speculate that 


Correspondence 


continuous activation of T cells is responsible for 
persistence of the clinical condition in AR. 
MASAHIRO TAKIGAVA, MD 
YOSHIKI TOKURA, MD 
SHIGEHO SHIRAHAMA, MD 
HIGASHI SuGiMoTo, MD 
Mizuno YAMADA, MD 
Department of Dermatology 
Hamamatsu University School of Medicine 
Hamamatsu 431-31, Japan 
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Tricotropism by Pentazocine 


To the Editor.—Pentazocine is a potent analgesic 
considered as a synthetic morphinelike narcotic ago- 
nist, and its abuse has led to the development of 
severe complications of the vascular, respiratory, 
and central nervous systems, which complications 
are more common among drug addicts using arterial 
or intravenous lines for injection of insoluble oral 
preparations.' 

By far the commonest side effects of pentazocine 
abuse are cutaneous.’ The subcutaneous or intramus- 
cular self-administration of parenteral preparations 
may lead to the development of sclerodermalike 
inflammatory lesions, subcutaneous abscesses, cellu- 
litis, ulceration, muscle atrophy, and granulomas.’ 
An isolated case of toxic epidermal necrolysis in a 
patient with severe renal failure has also been 
reported.’ 


Report of a Case.—Because of severe pain, analgesic 
treatment with pentazocine, aspirin, and codeine was 
initiated in a 65-year-old woman with a resected adenocar- 
cinoma of the rectum and metastatic lesions in the sacral 
region. On the third day of treatment a pruriginous, 
maculopapular eruption was observed involving the head, 
neck, trunk, and proximal areas of the upper and lower 
extremities. The rash subsided spontaneously in ten days. 
A diagnosis of drug eruption was made. One month later, 
informed consent was obtained for a challenge test. A 
small dose of pentazocine (0.1 mL) was injected subcutane- 
ously in the posterior aspect of the patient’s arm. After a 
period of 36 hours, a slowly progressive erythematous 
desquamative rash of milder intensity developed over the 
same areas involved in the first skin eruption. The skin 
changes lasted five days. A biopsy specimen was obtained 
from an area of involvement by the rash in the neck, and a 
study of histologic sections showed altered hair follicles 
with swelling of the cells of the outer sheath. These 
changes were more pronounced near the infundibulum, 
where the cells had large and vacuolated cytoplasm (Fig- 
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Several hair follicles with involvement of infundibular zone. 
There is epithelial spongiosis and perifollicular inflammatory 
infiltrate that penetrates through wall. Hair stalk remnants are 
also present. 


ure). Interspersed among these cells were inflammatory 
cells, predominantly lymphocytes. More internally, the 
hair stalk was shattered and the remnants could be seen in 
the infundibular channel. Results of special studies with 
periodic acid-Schiff, alcian blue, and mucicarmine red 
stains were negative. Results of immunofluorescence stud- 
ies were negative for immune complexes or complement 
components. 

The second biopsy specimen was from a nodule of the 
deltoid region. Three nodules had been present in this 
region for several months, and the patient related their 
origin to the subcutaneous injection of pentazocine. An 
infiltrate with lymphocytes and histiocytes was present in 
the dermohypodermal junction and in the subcutaneous 
fat. There was vascular proliferation, fat necrosis, and 
abundant foamy cells. Granulomas or calcifications were 
not present. Results of immunofluorescence studies were 
also negative. These findings were interpreted as being 
compatible with steatonecrosis secondary to the local 
injection of pentazocine. 


Comment.—This patient presented two unrelated 
types of skin lesions. The skin nodules appeared 
grouped in an area with sclerodermalike changes. 
This kind of lesion is well recognized, and may be 
considered an adverse effect of the correct subeuta- 
neous injection of pentazocine. Histologically, it is 
characterized by foci of steatonecrosis. Vidal et al" 
have proposed that a chemical structure with a 
bicarboxylic or tricarboxylic compound with a linked 
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aromatic radical and an amine may be responsible 
for the steatonecrosis and the dermal sclerosis. This 
chemical configuration is common to pentazocine 
and propoxyphene, and both compounds may 
produce these skin changes. The other skin manifes- 
tation observed in our patient was a generalized 
erythematous desquamative rash. We were able to 
demonstrate that pentazocine was the causative 
agent by means of the challenge test performed with 
a microdose of the drug. The histopathologic changes 
observed confirmed the toxic character of the rash, 
particularly at the hair follicle level, where severe 
lesions were present. These lesions may be related to 
a process of transepithelial elimination through the 
follicles, similar to that observed in folliculitis perfo- 
rans. The hair follicles of the scalp were not macro- 
scopically affected. 

RAMÖN PEDRAGOSA, MD 

JORGE VIDAL, MD 

Dermatology Unit 

RAFAEL FUENTES, MD 

Oncology Unit 


PepRo Hucuet, MD 

Pathology Department 

Hospital General del Valle de Hebron 
Universidad Autonoma de Barcelona 
Barcelona, Spain 
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Annular Eruptions of Infancy and 
Neonatal Lupus Erythematosus 


To the Editor.—Recently we observed a case of 
neonatal lupus erythematosus (NLE) that has 
prompted us to reemphasize the need for testing for 
anti-SSA/Ro antibody in all cases of annular skin 
eruptions in infancy. We suspect that several previ- 
ous reports of annular skin eruptions in infants were 
actually cases of NLE, but at the time they were 
reported, the specific marker for this disorder, the 
anti-SSA/Ro antibody, had not yet been eluci- 
dated. 


Report of a Case.—A 4-week-old male infant who was a 
product of a normal pregnancy and delivery presented 
with a two-week history of symmetric annular 2-cm 
lesions on the soles of his feet. 

The lesions had erythematous raised borders, but no 
signs of central atrophy (Figure). He also had a 2-mm red 
papule over the right temple (which subsequently enlarged 
to an annular lesion) and a 5-mm annular lesion on the 
right thigh. The remainder of the physical examination 
revealed no abnormalities and laboratory examination 
revealed a negative rapid plasma reagin. 
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Infant at 4 weeks of age with symmetric annular 2-cm lesions 
on soles of feet. 


The patient was presented to a group of dermatologists, 
most of whom had seen several cases of NLE, and the 
diagnoses considered included atypical erythema multi- 
forme, erythema annulare centrifugum (EAC), syphilis, 
and other annular erythemas of infancy. Due to the 
symmetric annular nature of the lesions on the feet, the 
possibility that they had been produced by an external 
source was also seriously considered. The possibility of 
NLE was mentioned in passing, but considering the unusu- 
al presentation, the suspicion of NLE was low. A biopsy 
specimen was obtained that revealed liquefaction degener- 
ation of the basal cell layer, papillary edema, and a patchy 
mononuclear cell infiltrate around the vessels. An anti-Ro 
antibody test was performed on the infant’s mother that 
was positive (none was performed on the infant), and a 
diagnosis of NLE was made. An electrocardiogram was 
within normal limits. The eruption cleared completely at 3 
months of age, without leaving any hyperpigmentation or 
scarring. In retrospect, the mother remembered taking the 
baby to the beach, where he was exposed to the sun, shortly 
before the eruption began. The infant’s mother was entire- 
ly asymptomatic. 


Comment.—On reviewing the literature, it is evi- 
dent that NLE is a disorder that can present in many 
ways. This case demonstrated to us that a high 
degree of suspicion is often needed to diagnose it. 
Typically the eruption is annular or macular, may or 
may not show central atrophy, and is more promi- 
nent on sun-exposed areas, although it occasionally 
occurs exclusively on the trunk. On clearing, the 
lesions may leave postinflammatory hyperpigmenta- 
tion, transient atrophy, or no residua at all. The 
eruption has been noted to last up to 15 months, but 
usually resolves within six to nine months in accor- 
dance with the disappearance of the associated 
maternal anti-Ro antibody from the infant’s serum. 
Biopsy results are usually “consistent with” or “sug- 
gestive of” LE but may also be nonspecific.' Test 
results for antinuclear antibody were positive in only 
one third of infants in one series, but anti-Ro anti- 
body test results were positive in 100% of mothers 
and in all but one reported case of infants.’ 

Of the cases of annular eruptions in infancy 
reported in the literature, two in particular stand out 
as probable cases of NLE. In 1975, Gianotti and 
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Ermacora described an infant with discrete annular 
3- to 20-mm plaques that had raised erythematous 
borders and atrophic telangiectatic centers exactly 
like those described in many documented cases of 
“discoid” NLE.’ The lesions began several days after 
birth and resolved at 6 to 7 months of age, leaving 
some areas to atrophy that also later resolved. 
Histopathologic examination revealed an atrophic 
epidermis with follicular plugging, dermal edema, 
and a mononuclear cell infiltrate. Antinuclear anti- 
body test results in both mother and infant were 
negative. This condition was named erythema gyra- 
tum atrophicans transiens neonatale. 

The second case was reported by Hammar in 1974 
as EAC. This infant had annular lesions, some with 
atrophy and telangiectasia, mostly over the sun- 
exposed head and neck areas. The lesions resolved at 
6 months of age without sequelae. Histologic exami- 
nation showed a dense perivascular mononuclear cell 
infiltrate involving the entire dermis, but no lique- 
faction degeneration of the epidermis. In an exten- 
sive search for the underlying cause of the eruption, 
Epstein-Barr-virus titers were found to be sugges- 
tive of recent infection. Therefore, Epstein-Barr 
virus was implicated as the causative agent even 
though the child showed no clinical evidence of an 
active viral illness. 

The photographic appearance and clinical course 
of the two above cases are indistinguishable from 
those of typical NLE. The histopathology, although 
not classic for LE, would be consistent with the 
diagnosis as well. It is unfortunate that the anti-Ro 
antibody had not yet been described as a marker for 
neonatal LE at the times these cases were reported. 
We feel it is likely the test results would have been 
positive in these infants had they been available. 

Two additional cases of annular eruptions, 
although not typical of NLE, also bring up the 
possibility in retrospect. These were reported as 
EAC by Fried et al in 1957* and Johnston in 1973.5 
Both were annular eruptions without central atro- 
phy that presented within the first few days of life. 
One cf the infants, reported at 7 months of age, had 
large migrating annular lesions. Biopsy was refused. 
The other had the clinical appearance of classic NLE, 
but also had associated diarrhea, eosinophilia, and 
pulmonary fibrosis, which was the cause of his death 
at 10 months of age. His biopsy specimen was not 
thoreughly discussed, but did show some eosinophils 
in the infiltrate. Although these cases were certainly 
atypical of NLE, one would want to rule out that 
possibility if presented with them today. 

Two further cases, described by Peterson and 
Jarratt in 1981° and Hebert and Esterly in 1986” as 
“annular erythema of infancy,” seem to have had 
clinical presentations distinct from that of NLE in 
many ways. These infants had urticarial, nonscaling, 
annular eruptions in which the individual lesions 
evo.ved and disappeared over a two- to three-day 
period. Biopsy specimens showed perivascular infil- 
trate of mononuclear leukocytes and eosinophils. 
These eruptions, however, were similar to those 
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caused by NLE in that they resolved within the first 
year of life. Anti-Ro antibody was not obtained in 
either case reported (the test was refused in one 
instance).’ In light of the fact that these eruptions 
did resolve before one year of age, it is interesting to 
speculate that they might have represented unusual 
presentations of NLE (possibly analogous to urticar- 
ia in SLE patients), or more likely, separate condi- 
tions resulting from the presence of some other type 
of maternal antibody. 

In conclusion, we feel that some of the previous 
reports of annular eruptions of infancy may have 
actually been cases of NLE. We strongly suggest that 
anti-Ro-antibody testing be performed in all cases of 
annular skin eruptions of infancy to help further 
delineate the manifestations of NLE. 

ANNE H. KETTLER, MD 
Mary SEABURY STONE, MD 
SUZANNE Bruce, MD 

JAIME A. TSCHEN, MD 
Department of Dermatology 
Baylor College of Medicine 
Houston, TX 77030 
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Eruptive Vellus Hair Cyst With 
Singular Histologic Finding 


To the Editor.—Eruptive vellus hair cysts (EVHCs) 
were first reported by Esterly et al in 1977.' Since 
then, several cases have been described, two of them 
involving familial affectation, which suggests an 
apparent autosomal dominant inheritance.” 

Although clinical findings may be variable in age 
of onset, localization, and evolution, histologic 
studies are distinctive, consisting in all cases of a 
small cyst located in the midcorium with a wall 
composed of several layers of squamous cells and a 
cavity containing laminated and amorphous kerati- 
nous material and vellus hairs. Occasionally, the 
cysts are in continuity with hair follicles'** or arrec- 
tor pili muscles,’? and, in some cases, one or more 
sebaceous glands were seen near the cyst.“ 

We describe herein a case of EVHC with sebaceous 
glands within the cyst wall, similar to those seen in 
steatocystoma. 

Report of a Case.—A 22-year-old woman was examined 
for multiple asymptomatic persistent papules on the face, 
neck, and chest that had been present for at least 11 years. 
No tendency for remission was observed and no history of 
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Fig 1.—Cystic structure at midcorium containing keratinous 
fragmented material and vellus hairs (arrovvs). Cyst vvall vvith 
focal areas of granular layer (hematoxylin-eosin, X40). 


local trauma, irritation, or topical therapy vvas elicited. 
The patient’s family history showed a similar disorder in 
her father and a brother. i 

Examination of the skin revealed multiple soft, smooth, 
flesh-colored, 1- to 4-mm papules on the forehead, neck, 
and anterior aspect of the chest. General examination and 
results of routine laboratory tests were normal. 

A biopsy specimen for histopathologic examination was 
obtained from the prestarnal area. The sections showed a 
cystic structure at the midcorium, with a normal overlying 
epidermis. The cyst contained scanty keratinous frag- 
mented material and vellus hairs that were sectioned 
transversely. The cyst wall consisted of two to three layers 
of squamous epithelium with focal areas of a granular 
layer (Fig 1). A rudimentary hair follicle and an arrector 
pilus muscle were seen near the outer cyst wall. Serial 
sections showed two sebaceous gland lobules within the 
cyst wall (Fig 2). 

Comment.—From the histologic viewpoint, EVHC 
must be differentiated from steatocystoma multi- 
plex. On microscopic examination, histologic sections 
of steatocystoma show an empty cyst with a thin 
wall of stratified squamous epithelium and a promi- 
nent, acellular, hyalinized cuticle with undulant con- 
figuration. The main feature is the constant finding 
of sebaceous elements in or near the cyst wall.’ 
Occasionally, clusters of hairs, mainly of lanugo size 
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Fig 2. —Sebaceous gland lobes within cyst wall and arrector 
pili muscle (hematoxylin-eosin, X40). 


but some of intermediate character, could be seen,’ 
and, rarely, follicular structures have been 
observed." 

On the other hand, sebaceous glands near eysts 
have been described in EVHC.” Stiefler and Berg- 
feld” reported a case with sebaceous glands and 
sebaceous gland cells lining the cyst wall. In this 
case, no material was described in the cyst lumen, 
which appeared to be empty. We believe that these 
features could be more consistent with steato- 
cystoma. 

As there is a hybrid cyst with epidermoid and 
trichilemmal elements, there is probably also anoth- 
er hybrid cyst with features of both EVHC and 
steatocystoma. 

FRANCISCO URBINA GONZALEZ, MD 
MARÍA DEL CARMEN CRISTOBAL GIL, MD 
ANTONIO AGUILAR MARTİNEZ, MD 
PILAR GUERRA RODRİGUEZ, MD 
FRANCISCO SANCHEZ DE Paz, MD 
Evaristo SANCHEZ Yus, MD 
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Effect of Ketoconazole on Sebum Excretion Rate 


To the Editor.—We read with interest the report by 
Ghetti et al, in which they treated three female 
patients affected by acne with ketoconazole (300 mg 
twice daily) and found both an improvement in the 
acne and a reduction in the total testosterone lev- 
els. 

We have also considered using ketoconazole in the 
treatment of acne, on the basis that its known 
inhibition of testosterone synthesis should produce a 
reduction in the sebum excretion rate (SER). We 
performed a pilot SER study on seven patients 
without acne who were taking ketoconazole (200 mg 
daily) for superficial fungal infections over a period 
of eight to 12 weeks (Table). 

The changes in SER were variable and would not, 
in our experience, be sufficient to significantly influ- 
ence the clinical course of acne. These results should 
be contrasted with the almost universal 80% reduc- 
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tion in SER produced by isotretinoin (Roaccutane) 
after only eight weeks of therapy.’ 

We did not use as large a dose of ketoconazole as 
Ghetti et al, and it may be that such high, but 
potentially more dangerous, doses are necessary for 
a significant effect on the SER. 

The potential hepatotoxicity of ketoconazole, even 
at a dosage of 200 mg daily, must be borne in mind; 
because of this we feel that the changes in SER 
obtained at this dosage were not sufficient to war- 
rant long-term exposure of patients to the drug. 

JON FrAzER Norris, MRCP 
WILLIAM J. CUNLIFFE, MD 

The General Infirmary at Leeds 
Great George Street 

Leeds LS1 3EX, England 
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CORRECTION 


Incorrect Name.—In the LETTER TO THE EDITOR entitled “Pili Trianguli 
et Canaliculi: A Nonfamilial Case With Eyebrow and Eyelash Involve- 


ment,” published in the September 1986 ARCHIVES (1986;122:977-978), 
the first author’s surname was misspelled. The name should read as 
follows: Somyot Charuwichitratana, MD. 
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Works on the surface and works on the source. 


LOTRISONE quickly brings relief to irritating symptoms 
A like redness, scaling and itching as it goes to 

“4 work against invading dermatophytes. In clinical 
” studies, this rapid response led to significantly 

: more patients completing their course of therapy 


with LOTRISONE than with clotrimazole — resulting 
in greater treatment success. 


Low incidence of adverse reactions. 


In safety evaluations of 200 patients, only 6 had 
any adverse experience — usually mild. There 
were no reports of skin thinning or telangiectasia, 
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For Dermatologic Use Only— 
Not for Ophthalmic Use 


DESCRIPTION Each gram of LOTRISONE Cream 
contains 10.0 mg clotrimazole, USP. and 0.64 mg 
betamethasone dipropionate, USP [equivalent to 
0.5 mg betamethasone}, in a hydrophilic emol- 
lient cream consisting of purified water, mineral 
oil, white petrolatum, cefeoryl alcohol, ceteareth- 
30, propylene glycol, sodium phosphate mono- 
basic, and phosphoric acid; benzyl alcohol as 
preservative. 

LOTRISONE is a smooth, uniform, white to off- 
white cream. 


INDICATIONS AND USAGE LOTRISONE Cream is 
indicated for the topical treatment of the follow- 
ing dermal infections: tinea pedis, tinea cruris, 








CONTRAINDICATIONS LOTRISONE Cream is 
contraindicated in patients who are sensitive to 
clotrimazole, betamethasone dipropionate, other 
corticosteroids or imidazoles, or to any ingredient 
in this preparation. 


PRECAUTIONS General Systemic absorption of 
topical corticosteroids has produced reversible 
hypothalamic-pituitary-adrenal (HPA) axis sup- 
pression, manifestations of Cushing's syndrome, 
hyperglycemia, and glucosuria in some patients. 

Conditions which augment systemic absorp- 
tion include the application of the more potent 
steroids, use over large surface areas, prolonged 
use, and the addition of occlusive dressings. (See 
DOSAGE AND ADMINISTRATION section.) 

Therefore, patients receiving a large dose of 
a potent topical steroid applied fo a large sur- 
face area should be evaluated periodically for 
evidence of HPA axis suppression by using the 
urinary free cortisol and ACTH stimulation tests. If 
HPA axis suppression is noted, an attempt should 
be made to withdraw the drug, to reduce the 
frequency of application, or to substitute a less 
potent steroid. 

Recovery of HPA axis function"is generally 
prompt and complete upon discontinuation of 
the drug. Infrequently, signs and symptoms of 
steroid withdrawal may occur, requiring supple- 
mental systemic corticosteroids. 

Children may absorb proportionally larger 
amounts of topical corticosteroids and thus be 
more susceptible to systemic toxicity. (See 
PRECAUTIONS-Pediatric Use.) 

If irritation or hypersensitivity develops with the 
use of LOTRISONE Cream, treatment should be 
discontinued and appropriate therapy instituted. 


Information for Patients Patients using 
LOTRISONE Cream should receive the following 
information and instructions: 

1. This medication is to be used as directed by 
the physician. It is for external use only. Avoid 
contact with the eyes. 

2. The medication is to be used for the full pre- 
scribed treatment time, even though the 
symptoms may have improved. Notify the 
physician if there is no improvement after one 
week of treatment for tinea cruris or tinea 
corporis, or after two weeks for tinea pedis. 

3. Patients should be advised not to use this 
medication for any disorder other than for 
which it was prescribed. 

4. The treated skin areas should not be ban- 
caged or otherwise covered or wrapped as 
to be occluded. (See DOSAGE AND ADMINIS- 
TRATION section.) 


5. When using this medication in the groin area, 
patients should be advised fo use the medi: 
cation for two weeks only, and fo apply the 
cream sparingly. The physician should be noti- 
fied if the condition persists after two weeks 
Patients should also be advised to wear loose 
fitting clothing. (See DOSAGE AND ADMINIS- 
TRATION section.) 

6. Patients should report any signs of local 
adverse reactions. 

7. Parents of pediatric patients should be ad- 
vised not to use tight-fitting diapers or plastic 
pants on q child being treated in the diaper 
area, as these garments may constitute occlu- 
sive dressing. (See DOSAGE AND ADMINIS- 
TRATION section.) 

8. Patients should avoid sources of infection or 
reinfection. 


Laboratory Tests /f there is a lack of response 
to LOTRISONE Cream, appropriate microbiologi- 
cal studies should be repeated to confirm the 
diagnosis and rule out other pathogens before 
instituting another course of antimycotic therapy. 

The following tests may be helpful in evaluating 
HPA axis suppression due to the corticosteroid 
component: 

Urinary free cortisol test 
ACTH stimulation test 


Carcinogenesis, Mutagenesis, Impairment of 
Fertility There are no animal or laboratory studies 
with the combination clotrimazole and beta- 
methasone dipropionate to evaluate carcino- 
genesis, mutagenesis or impairment of fertility. 

An 18-month oral dosing study with clotrimazole 
in rats has not revealed any carcinogenic effect 

In tests for mutagenesis, chromosomes of the 
spermatophores of Chinese hamsters which had 
been exposed fo clotrimazole were examined for 
structural changes during the metaphase. Prior 
to testing, the hamsters had received five oral 
clotrimazole doses of 100 mg/kg body weight. The 
results of this study showed that clotrimazole had 
no mutagenic effect. 

Pregnancy Category C There have been no 
teratogenic studies performed with the com- 
bination clotrimazole and betamethasone 
dipropionate. 

Studies in pregnant rats with intravaginal doses 
up to 100 mg/kg have revealed no evidence of 
harm to the fetus due to clotrimazole. 

High oral doses of clotrimazole in rats and mice 
ranging from 50 to 120 mg/kg resulted in em- 
bryotoxicity (possibly secondary to maternal 
toxicity), impairment of mating, decreased litter 
size and number of viable young and decreased 
pup survival to weaning. However, clotrimazole 
was not teratogenic in mice, rabbits and rats at 
oral doses up to 200, 180 and 100 mg/kg, respec- 
tively. Oral absorption in the rat amounts to 
approximately 90% of the administered dose 

Corticosteroids are generally teratogenic in 
laboratory animals when administered systemi- 
cally at relatively low dosage levels. The more 
potent corticosteroids have been shown to be 
teratogenic after dermal application in labora- 
tory animals. 

There are no adequate and well-controlled 
studies in pregnant women on teratogenic 
effects from a topically applied combination of 
clotrimazole and betamethasone dipropionate 
Therefore, LOTRISONE Cream should be used 
during pregnancy only if the potential benefit 
justifies the potential risk to the fetus. 

Drugs containing corticosteroids should not be 
used extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 
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Nursing Mothers if is not known whether this 
drug is excreted in human milk. Because many 
drugs are excreted in human milk caution should 
be exercised when LOTRISONE Cream is used by 
anursing woman 


Pediatric Use Safety and effectiveness in chil- 
dren below the age of 12 have not been estab- 
lished with LOTRISONE Cream. However, dosage 
forms containing concentrations of clotrimazole 
and of betamethasone dipropionate found in 
LOTRISONE Cream have been demonstrated to 
be safe and effective when used as indicated 
and in the recommended dosages. 

Pediatric patients may demonstrate greater 
susceptibility to topical corticosteroid-induced 
HPA axis suppression and Cushing's syndrome 
İhon mature patients because of a larger skin 
surface area to body weight ratio. 

Hypothalamic-pituitary-adrenal (HPA) axis sup- 
pression, Cushing $ syndrome, and intracranial 
hypertension have been reported in children re- 
ceiving topical corticosteroids. Manifestations of 
adrenal suppression in children include linear 
growth retardation, delayed weight gain, low 
plasma cortisol levels, and absence of response 
to ACTH stimulation. Manifestations of intracranial 
hypertension include bulging fontanelles, head- 
aches, and bilateral papilledema. 

Administration of topical dermatologics con- 
taining a corticosteroid to children should be 
limited to the least amount compatible with an 
effective therapeutic regimen. Chronic cortico- 
steroid therapy may interfere with the growth 
and development of children. 


ADVERSE REACTIONS The following adverse 
reactions have been reported in connection with 
the use of LOTRISONE Cream: paresthesia in 5 of 
270 patients, maculopapular rash, edema, and 
secondary infection, each in 1 of 270 patients. 

Adverse reactions reported with the use of 
clotrimazole are as follows: erythema, stinging, 
blistering, peeling, edema, pruritus, urticaria, and 
generol irritation of the skin. 

The following local adverse reactions are re- 
ported infrequently when topical corticosteroids 
are used as recommended. These reactions are 
listed in an approximate decreasing order of 
occurrence: burning, itching. irritation, dryness. 
folliculitis, hypertrichosis, acneiform eruptions, 
hypopigmentation, perioral dermatitis, allergic 
contact dermatitis, maceration of the skin, sec- 
ondary infection, skin atrophy, striae, and miliaria. 


OVERDOSAGE Acute overdosage with topical 
application of LOTRISONE Cream is unlikely 
and would not be expected fo lead to a life- 
threatening situation. 

Topically applied corticosteroids can be 
absorbed in sufficient amounts to produce sys- 
temic effects. (See PRECAUTIONS.) 


HOW SUPPLIED LOTRISONE Cream is supplied in 
15-gram (NDC 0085-0924-01), and 45-gram tubes 
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"VVith the exception of Lidex-E cream, vvhich has been formulated to maximize emolliency. 


Lidex cream 
The slightly drying choice 
for wet lesions. 
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Lidex-E cream 


Versatile emollient for 
wet or dry lesions 
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Brief Summary of Prescribing Information 

LIDEX®(f!uocinonide) CREAM 0.05% 

LIDEX®*(f!uocinonide) OINTMENT 0.05% 

LIDEX®-E ({luocinonide) CREAM 0.05% 

LIDEX®(fluocinonide) TOPICAL SOLUTION 0.05% 

LIDEX®*({huocinonide) GEL 0.05% 

Description: These preparations are all intended for topical adminis 
tration. LIDEX preparations have as their active component the co oste 
roid fluocinonide. which is the 21-acetate ester of fluocinolone acetonide 
and has the chemical name pregna-l. 4-diene-3. 20-dione, 21-(acetyl 
oxy)-6. 9-difluoro-11-hydroxy-16. 17-((1-methylethylidene) bis(oxy)}-. (6% 
118. 16x) 

LIDEX-E cream contains fluocinonide 05 mg/g in a water-washable 
aqueous emollient base of steary! alcohol. cetyl alcohol, mineral oil 
propylene glycol, sorbitan monostearate, polysorbate 60, citric acid and 
purified water. 

LIDEX cream contains fluocinonide 05 mg/g in FAPG" cream, a spe 
cially formulated cream base consisting of stearyl alcohol. polyethylene 
glycol 8000. propylene glycol. 1, 2. 6-hexanetriol and citric acid. The 
white cream vehicle is greaseless, non-staining, anhydrous and com 
pletely water miscible The base provides emollient and hydrophilic 
properties. In this fo! lation, the activ dient is totally in solution 
LIDEX ointment cont luocinonide 0.5 mg/g in a specially forr 
ointment base consisting of Amerchol CAB (mixture of sterols and higher 
alcohols), white petrolatum. propylene carbonate and propyl 
col. It provides the occlusive and emollient effects desirable in an 
ment. In this formulation the active ingredient is totally in solution 
LIDEX gel contains fluocinonide 0.5 mg/g in a specially formulated gel 
base consisting of propylene glycol, propyl gallate. edetate disodium 
and carbomer 940. with NaOH and/or HCl added to adjust the pH. This 
com 
tally 

































pletely water miscible In this formulation. the active ingredient is 

in solution 

LIDEX topical solution contains fluocinonide 

alcohol (35% ), diisopropyl i 
Th 
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Contraindi 





Topical corticostero 
ry of hypersensitivity 
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preparation 
Precautions General: Periodically evaluate patients given a large dos 


area or under occlu 
ary free cortisol and At 
p the drug. reduce the tr 


of a potent topical steroid applied to a lar 
dressing for HPA suppression by using u 
stimulation tests. If suppression is noted. s 
quency of use, or use less potent steroid 
Supplemental steroids may be needed if steroid withdrawal occurs 

Not for ophthalmic use İf there is contact with the eyes and severe 
irritation occurs. immediately flush the eyes with a large volume of 
water 

If irritation develops. stop the drug and use appropriate therapy 

Use appropriate therapy for dermatologic infection Lacking prompt 
response. stop the drug until infection is controlled 

Patient Information: Use only as directed. For external use only Avoid 
contact with eyes. Flush with water if product contacts eye(s) and irrita 
tion occurs. Report adverse reactions. Do not bandage or cover area 
unless directed by doctor. Do not use tight diapers or plastic pants a 
child being treated in diaper area 
Carcinogenesis. Mutagenesis. Impairment l 
ogenic and fertility animal studies have not been done. Mutagenicity 
studies with prednisolone and hydrocortisone were negative. 
Pregnancy Category C Use during pregn Y if potential ris 
justified. Do not use extensively. in large amounts, or for prolonged 
on pregnant patients 

Nursing Mothers: Use with caution 

Pediatric Use: Children may be more susceptible to HPA suppression 
and Cushing's syndrome than adults. Intracranial hypertension has also 
been reported in children. Use least amount that is effective Chronic use 
may interfere with growth and development 

Adverse Reactions: The following were reported infrequently but may 
be more frequent with occlusion: burning, i ng. irritation, dryness, 
folliculitis, hypertrichosis, acneiform erupti hypopigmentation 
perioral dermatitis. allergic contact dermatitis, maceratic 1 
secondary infection, skin atrophy, striae, miliari 
Overdosage: Can produce systemic effe 
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the severity of the 
Occlusive dressings may be used for the m 
recalcitrant conditions 

It an infection develops. the use of occlusive dressings sh 
tinued and appropriate antimicrobial therapy instituted 
How Supplied 

LIDEX® (fluocinonide) cream 005%. 15 g Tube-NDC 0033:-2511-13 30 g 
Tube-NDC 0033-2511-14. 60 g Tube-NDC 0033-2511-17 120 g Tube-NDC 
0033-2511-22 

LIDEX® ({luocinonide) ointment 0.05%. 15 g Tube-NDC 0033-2514-13 30 g 
Tube-NDC 0033-2514-14. 60 g Tube-NDC 0033-2514-17 120 g Tube-NDC 
0033-2514-22 

LIDEX®-E (fluocinonide) cream 0.05% e 
Tube-NDC 0033-2513-14, 60 g Tube- NDC 0033-2513-17 120 g Tube 
0033-2513-22 

LID fluocinonide) topical solution 00596. Plastic squeeze bottles, 2C 
cc-NDC 0033-2517-44, 60 cc- NDC 0033-2517. 
Store the above products at room temperature Avoid excessive h 
above 40°C (104°F) 

LIDEX® (fluocinonide) gel 0.05%, 15 g Tube-NDC 0033-2507-13 30 g 
Tube-NDC 0033-2507-14. 60 g Tube- NDC 0033-2507-17 120 g Tube-NDC 
0033-2507-22 

Store at controlled room temperature. 15-30°C (59-86°F 

CAUTION: Federal law prohibits dispensing without prescription. 
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NDC 0033-2513-18 30 g 
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© 1986 Syntex Laboratories, Inc 


Promoted exclusively 
to dermatologists 


PRODUCTS 0.05% 





SYNTEX LABORATORIES, INC 
PALO ALTO. CA 94304 





Linking initial improvement 
to ongoing results: 


RETIN-A helps resolve 
existing papules, pustules 
and comedones /7? 
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As part of the initial regimen 
" in acne therapy, RETIN-A helps £”..” =» 
in the resolution of existing Was: 
lesions... ` 


E by enhancing the permeability 
of the stratum corneum 


E by increasing follicular turnover er 
of epithelial cells , 


E by breaking up keratinous plugs (retino 
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In some patients during the early weeks of The found f 
therapy an apparent cxaceration of e foundation o 

i t i . This i t 

Həə İra AAA effective acne therapy 


unseen lesions and should not be considered 
A. areason to discontinue therapy. 


Our Commitment is to Skin Care & Dermatology ORTHO 
DERMATOLOGICAL DIVISION 

ORTHO PHARMACEUTICAL CORPORATION 

Raritan, New Jersey 08869 


©OPC 1986 Please see brief summary of Prescribing Information on following page. 
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Lots ol smart companies have high 
blood pressure control 
What about yours? 


me 


Burlington 


MASSACHUSETTS MUTUAL 
LIFE INSURANCE COMPANY 


Campbell Soup Company 


oleminocoolers 
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Uncontrolled high blood pressure is a national 
health problem. About 26 million workdays and 


billons of dollars are lost each year because of it. 
But high blood pressure can be easily detected and 


controlled. Proper treatment, every day, can prevent 


à 


„ d 


heart failure, kidney disease, stroke and premature 
death caused by high blood pressure. 

Many companies, large and small, have successful 
on-the-job high blood pressure programs for their 
employees and management. Look into it. You can save 
time and money. And protect your employees’ health. 
To find out the whole story write: 

Ms. gudie LaRosa 

VVorksetting Program Coordinator 

National High Blood Pressure Education Program 
Bethesda, MD 20205 


High blood pressure. Treat it and live. 


National High Blood Pressure Educatıon Program 
National Heart, Lung. and Blood Institute 


U.S. Department of Health and Human Services 








RETIN:A 


(tretiNOIN) GEL/CREAM/LIQUID 
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Indications and Usage: 

RETIN-A is indicated for topical application in the 
treatment of acne vulgaris 
Contraindications: 

Use of the product should be discontinued if hyper 
sensitivity to any ofthe ingredients is noted 
Precautions: 
eral: if a reaction suggesting sansitivity or chemi 
tation occurs, use of tne medication should be 








cal irr 
discontinued. Exposure to sunlight, including sunlamps 
should be minimized during the use of RETIN-A, and 
patients with sunburn should be advised not to use the 
product until fully recovered because of heightened 
susceptibility to sunlight as a result of the use of tretin 
oin. Patients who may be required to have considerable 
sun exposure due to occupation and those with inherent 
sensitivity to the sun should exercise particular caution 
Use of sunscreen products and protective clothing over 
treated areas may be prudent when exposure cannot 
be avoided. Weather extremes, such as wind or cold 
also may be irritating to patients under treatment with 
tretinoin 

RETIN-A (tretinoin) acne treatment should be kept 
away from the eyes, the mouth, angles of the nose, and 
mucous membranes. Top se may induce severe 
local erythema and peeling at the site of application. If 
the degree of local irritation warrants, patients should be 
directed to use the medication less frequently, discon 
tinue use temporarily, or discontinue use altogether 
Tretinoin has been reported to cause severe irritation on 
eczematous skin and should be used with utmost cau 
tion in patients with this condition 

Drug Interactions: Concomitant topical medication 
medicated or abrasive soaps and Cleansers, soaps and 
cosmetics that have a strong drying effect, and prod 
ucts with high concentrations of alcohol, astrıngents 
spices, or lime should be used with caution because of 
possible interaction with tretinoin. Particular caution 
should be exercised in using preparations containing 
sulfur, resorcinol, or salicylic acid with RETIN-A. It also 








Is advisable to “rest” a patient's skin until the effects of 
such preparations subside before use of RETIN-A is 
begun 

Carcinogenesis: Long-term animal studies to deter 
mine the carcinogenic potential of tretinoin have not 
been performed. Studies in hairless albino mice sug 
gest that tretinoin may accelerate the tumorigenic ` 
potential of ultraviolet radiation. Although the signifi 
cance to man ıs not clear, patients should avoid or mini 
mize exposure to sun 

Pregnancy: Pregnancy Category B. Reproduction 
studies performed in rats and rabbits at dermal doses 
up to 50 times the human dose (assuming the human 
dose to be 500 mg of gel per day) have revealed no evi 
dence of impaired fertility or harm to the fetus due to 
tretinoin (retinoic acid). There was, however, a slightly 
higher incidence of irregularly contoured or partially 
ossified skull bones in some rat and rabbit fetuses 
There are no adequate and well-controlled studies in 
pregnant women. Because animal reproduction studies 
are not always predictive of human response, this drug 
should be used during pregnancy only if clearly 
needed 

Nursing Mothers: It is not known whether this drug is 
excreted in human milk. Because many drugs are 
excreted in human milk, caution should be exercised 
when tretinoin is administered to a nursing woman 
Adverse Reactions: 

The skin of certain sensitive individuals may become 
excessively red, edematous, blistered, or crusted. If 
these effects occur, the medication should either be 
discontinued until the integrity of the skin is restored, or 
ihe medication should be adjusted to a level the patient 
can tolerate. True contact allergy to topical tretinoin is 
rarely encountered. Temporary hyper- or hypopigmen 
tation has been reported with repeated application of 
RETIN-A. Some individuals have been reported to have 
heightened susceptibility to sunlight while under treat 
ment with RETIN-A. To date, all adverse effects of RETIN-A 
have been reversible upon discontinuance of therapy. 





Overdosage: 

If medication is applied excessively, no more rapid or 
better results will be obtained and marked redness, 
peeling, or discomfort may occur. Oral LDs values for 
the various dosage forms of RETIN-A were found to be 


0.05% 0.1% 
Solution Cream 0.05% Gel* 
Mice 19.0 ml//kg Sublethal 11.83 ml/kg 
Rats 20.9 ml/kg Sublethal 20.21 ml/kg 


The intravenous LDso values of the 0.05% solution in 
mice and rats were found to be 5.2 ml/kg and 8.7 ml, kg 
respectively 
How Supplied: RETIN-A (tretinoin) is supplied as 
1. A 0.025% Gel in tubes of 15 grams and 45 grams, and 
a 0.01% Gel in tubes of 15 grams and 45 grams. 
2. A 01% Cream in tubes of 20 grams, and 0.05% Cream 
in tubes of 20 grams and 45 grams 
3 A 00596 Liquid in amber bottles containing 28 ml 
Storage Conditions: 

RETIN-A Liquid.0.05%, and RETIN-A Gel 0.025% and 
0.01%: store below 86°F 

RETIN-A Cream 0.1% and 0.05%: store below 80°F 


*The 0.05% Gel was never marketed. 
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Our Commitment is to Skin Care & Dermatology 
DERMATOLOGICAL DIVISION 

CRTHO PHARMACEUTICAL CORPORATION 
Raritan, New Jersey 08869 





Linking initial improvement 
_ to ongoing results: 


RETIN-A prevents new 
acne lesions from forming 
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* Continued use of RETIN-A Peig k A bos 
inhibits epithelial cell ə BRS ALA Vur 
adhesiveness, preventing the i 


ty Zo 
te b ye 
formation of future papules, ged 
pustules and comedones. m 
Tretinoin effectively inhibits 
the process that gives rise to 


TRADEMARK 
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microcomedones—the primary T | n l 
acne lesions! í > INO a “reomy//ze 
1. Shalita AR: Optimal acne management outline. 


= 
Dermatol Perspect 1(4):6, 1985. The foundation of 
. 5 = 
2. effective acne therapy 


much may irritate the skin, vvaste medication 
and won't give faster or better results. 





Our Commitment is to Skin Care & Dermatology ORTHO 
DERMATOLOGICAL DIVISION 

ORTHO PHARMACEUTICAL CORPORATION 

Raritan, New Jersey 08869 


©OPC 1986 Please see brief summary of Prescribing Information on preceding page. 
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Tinea corporis (caused by 
Trichophyton rubrum): 
recalcitrant to griseofulvin 
and all other antifungal 
therapy for 19 years. 


After 2 vveeks oftherapy 
with NIZORAL tablets. 


*After 4 weeks of treatment with NIZORAL Tablets 200 mg once a day, and 
an additional 8 weeks of treatment with NIZORAL Tablets 400 mg once a 
day. KOH was negative after 8 weeks of therapy. Topical betamethasone 
valerate added to regimen after 8 weeks to resolve residual erythematous 
nodules. 


Before prescribing, please consult complete prescribing information, of which 
the following is a brief summary. 


WARNING: Ketoconazole has been associated with hepatic toxicity, 
including some fatalities. Patients receiving this drug should be informed 


by the physician of the risk and should be closely monitored. See 
WARNINGS and PRECAUTIONS sections 





INDICATIONS AND USAGE: NIZORAL (ketoconazole) is indicated for the 
treatment of the following systemic fungal infections: candidiasis, chronic 
mucocutaneous candidiasis, oral thrush, candiduria, blastomycosis, coccidioido- 
mycosis, histoplasmosis, chromomycosis, and paracoccidioidomycosis. NIZORAL 
should not be used for fungal meningitis because it penetrates poorly into the 
cerebral-spinal fluid 

NIZORAL is also indicated for the treatment of patients with severe recalcitrant 
cutaneous dermatophyte infections who have not responded to topical therapy or 
oral griseofulvin, or who are unable to take griseofulvin 


CONTRAINDICATIONS: NIZORAL is contraindicated in patients who have 
shown hypersensitivity to the drug 


WARNINGS: Hepatotoxicity, primarily of the hepatocellular type, has 


" 
Tinea capitis (caused by Micro- 
sporum canis): Patient also gave a 
10- to 15-year history of recalcitrant 
t. pedis andt. corporis, and possible 
photosensitivity to griseofulvin. 


Tinea cruris (caused by 

T. rubrum): Patient gave a 
5-year history of recalcitrant 
tinea cruris as well as along 
history of tinea pedis. 


rapy Has Been 


After 6 months of therapy 
with NIZORAL tablets. 


- 


been associated with the use of NIZORAL (ketoconazole), including rare 
fatalities. The reported incidence has been about 1:10,000 exposed 
patients, but this probably represents some degree of under-reporting, 

as is the case for most reported adverse reactions to drugs. The median 
duration of ketoconazole therapy in patients who developed symptomatic 
hepatotoxicity was about 28 days, although the range extended to as low 
as 3 days. The hepatic injury has usually, but not always, been reversible 
upon discontinuation of NIZORAL (ketoconazole) treatment. Several cases 
of hepatitis have been reported in children 


Prompt recognition of liver injury is essential. Liver function tests (such as SGGT, 
alkaline phosphatase, SGPT, SGOT and bilirubin) should be measured before 
starting treatment and at frequent intervals during treatment. Patients receiving 
ketoconazole concurrently with other potentially hepatotoxic drugs should be 
carefully monitored, particularly those patients requiring prolonged therapy or 
those who have had a history of liver disease. 


Most of the reported cases of hepatic toxicity have to date been in patients 
treated for onychomycosis. Of 180 patients worldwide developing idiosyncratic 
liver dysfunction during ketoconazole therapy, 61.3% had onychomycosis and 
16.8% had chronic recalcitrant dermatophytoses 

Transient minor elevations in liver enzymes have occurred during ketoconazole 
treatment. The drug should be discontinued if these persist, if the abnormalities 
worsen, or if the abnormalities become accompanied by symptoms of possible 
liver injury. 

In rare cases anaphylaxis has been reported after the first dose. Several 
Cases of hypersensitivity reactions including urticaria have also been reported 


In European clinical trials involving 350 patients with metastatic prostatic cancer, 


After 12 weeks of therapy 
with NIZORAL tablets* 





eleven deaths were reported within two weeks of starting treatment with hig 
doses of ketoconazole (1200 mg/day). It is not possible to ascertain from th 
information available whether death was related to ketoconazole therapy in 
patients with serious underlying disease. However, high doses of ketoconazı 
are known to suppress adrenal corticosteroid secretion 


In female rats treated three to six months with ketoconazole at dose levels | 
80 mg/kg and higher, increased fragility of long bones, in some cases leadi) 
to fracture, was seen. The maximum “no-effect” dose level in these studies 
20 mg/kg (2.5 times the maximum recommended human dose). The mecha 
responsible for this phenomenon is obscure. Limited studies in dogs failed t 
demonstrate such an effect on the metacarpals and ribs 


PRECAUTIONS: General: NIZORAL (ketoconazole) has been demonstrate 
lower serum testosterone. Once therapy with NIZORAL has been discontinu 
serum testosterone levels return to baseline values. Testosterone levels are 
impaired with doses of 800 mg per day and abolished by 1600 mg per day. 
NIZORAL also decreases ACTH induced corticosteroid serum levels at simi 
high doses. The recommended dose of 200 mg - 400 mg daily should be 
followed closely. 


In four subjects with drug-induced achlorhydria, a marked reduction in NIZI 
absorption was observed. NIZORAL requires acidity for dissolution. If conce 
antacids, anticholinergics, and H,-blockers are needed, they should be give 
at least two hours after NIZORAL administration. In cases of achlorhydria, t 
patients should be instructed to dissolve each tablet or two teaspoonfuls of 
Suspension in 4 ml aqueous solution of 0.2 N HCI. For ingesting the resultir 
mixture, they should use a drinking straw so as to avoid contact with the te 
This administration should be followed with a cup of tap water. 


NOVV INDICATED FOR 


Severe Recalcitrant 
Dermatophyte Infections 





NIZORAL: 


ketoconozole) 


@ The only once-a-day, orally effective, broad-spectrum, 





= systemic antifungal agent 


@ Demonstrated efficacy: For the treatment of patients 
who have not responded to topical therapy or 
oral griseofulvin, or who are unable to take griseofulvin 


6 Worldwide experience: Used by over 6,000,000 patients 
around the world 


Warning: Ketoconazole has been associated with 
hepatic toxicity, including some fatalities. 
Patients receiving this drug should be informed by 
the physician of the risk and monitored closely. 


Information for Patients: Patients should be instructed to report any signs 
and symptoms which may suggest liver dysfunction so that appropriate 
biochemical tasting can be done. Such signs and symptoms may include 
unusual fatigue, anorexia, nausea and/or vomiting, jaundice, dark urine 
or pale stools (see WARNINGS). 


Drug Interactions: \midazole compounds like ketoconazole may enhance the 
anticoagulant effect of coumarin-like drugs. In simultaneous treatment with 
imidazole drugs and coumarin drugs, the anticoagulant effect should be carefully 
titrated and manitored. 

Concomitant administration of rifampin with ketoconazole reduces the blood 
levels of the latter. INH (Isoniazid) is also reported to affect ketoconazole 
Concentrations adversely. These drugs should not be given concomitantly. 


Ketoconazole increases the blood level of cyclosporin A. Blood levels of 
cyclosporin A should be monitored if the two drugs are given concomitantly. 
Concomitant edministration of ketoconazole with phenytoin may alter the 
metabolism o” one or both of the drugs. İt is suggested to monitor both 
ketoconazole and phenytoin. 


Because severe hypoglycemia has been reported in patients concomitantly 


receiving ora’ miconazole (an imidazole) and oral hypoglycemic agents, such 


a potential interaction involving the latter agents when used concomitantly with 
ketoconazole (an imidazole) can not be ruled out. 


Carcinogenesis, Mutagenesis, Impairment of Fertility: The dominant lethal 
mutation test in male and female mice revealed that single oral doses of 
NIZORAL as righ as 80 mg/kg produced no mutation in any stage of germ cell 
development. The Ames Salmonella microsomal activator assay was also 


negative. A long term feeding study in Swiss Albino mice and in Wistar rats 
showed no evidence of oncogenic activity. 

Pregnancy: Teratogenic effects: Pregnancy Category C. NIZORAL 
(ketoconazole) has been shown to be teratogenic (syndactylia and oligodactylia) 
in the rat when given in the diet at 80 mg/kg/day, (10 times the maximum 
recommended human dose). However, these effects may be related to maternal 
toxicity, evidence of which also was seen at this and higher dose levels. 


There are no adequate and well controlled studies in pregnant women. NIZORAL 
should be used during pregnancy only if the potential benefit justifies the 
potential risk to the fetus. 


Nonteratogenic effects: NIZORAL has also been found to be embryotoxic 
in the rat when given in the diet at doses higher than 80 mg/kg during the first 
trimester of gestation 


In addition, dystocia (difficult labor) was noted in rats administered NIZORAL 
during the third trimester of gestation. This occurred when NIZORAL was admin- 
istered at doses higher than 10 mg/kg (higher than 1.25 times the maximum 
human dose) 


İt is likely that both the malformations and the embryotoxicity resulting from the 
administration of NIZORAL (ketoconazole) during gestation are a reflection 

of the particular sensitivity of the female rat to this drug. For example, the oral 
LD5o of NIZORAL given by gavage to the female rat is 166 mg/kg whereas in the 
male rat the oral LD<o is 287 mg/kg 


Nursing Mothers: Since NIZORAL is probably excreted in the milk, mothers 
who are under treatment should not breast feed 


Pediatric Use: NIZORAL has not yet been systematically studied in children 


of any age, and essentially no information is available on children under 2 years. 
NIZORAL should not be used in pediatric patients unless the potential benefit 
outweighs the risks. 


ADVERSE REACTIONS: In rare cases, anaphylaxis has been reported after 
the first dose. Several cases of hypersensitivity reactions including urticaria 
have also been reported. However, the most frequent adverse reactions were 
nausea and/or vomiting in approximately 3%, abdominal pain ir 1.2%, pruritus in 
1.5%, and the following in less than 1% of the patients: headache, dizziness, 
somnolence, fever and chills, photophobia, diarrhea, gynecomastia, impotence, 
thrombocytopenia, leukopenia, hemolytic anemia, and bulging fontanelles, 
Oligospermia has been reported in investigational studies with the drug at 
dosages above those currently approved. Although oligospermia has not been 
reported at dosages up to 400 mg daily, sperm counts have bean obtained 
infrequently in patients treated with these dosages. Most of these reactions were 
mild and transient and rarely required discontinuation of NIZORAL. In contrast, 
the rare occurrences of hepatic dysfunction require special attantion 

(see WARNINGS). 


OVERDOSAGE: İn the event of accidental overdosage, supportive measures, 
including gastric lavage with sodium bicarbonate, should be employed. 


oat JANSSEN US. Patent 4,335,125 
JJ 


Dec. 1986 
PHARMACEUTICA JPI-347 


Janssen Pharmaceutica Inc. 
Piscataway, New Jersey 08854 
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. BenZamycin =: 
© (erythromycin-ben oyl. Jeroxide) 
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*Chalker et al: A double-blind study of the effectiveness of 


Benzamycın =- 
(3% erythromycin-3% benzoyl peroxide) 
The year-round acne therapy. 


The logical choice when photosensitivity 
is a concern. Effective on the full 
spectrum of acne...comedones, papules 
and pustules. 


Patients will like it...because it works fast. 


e Clinically effective on comedones 
without fear of photosensitivity 


e Results seen within two weeks in 
the reduction of comedones, papules 
and pustules* 


ə Convenient one-step application 
e Low side effect profile” 


a 396 erythromycin, 596 benzoyl peroxide combination in 
the treatment of acne vulgaris, JAM ACAD DERM 9:933-6, 
1983 and data on file, Dermik Laboratories, Inc. 


Dedicated to Dermatology 





Dermik Laboratories, Inc., 500 Virginia Drive, Fort Washington, PA 19034 
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BENZAMYCI N torcar GEL 
(erythromycin-benzoy! peroxide) 


*Reconstitute Before Dispensing” 


Description: Each gram of Benzamycin® (erythromycin-benzoyl peroxide) topical gel 

contains, as dispensed, 30 mg (3%) of erythromycin and 50 mg (5%) of benzoyl 

ere in a gel vehicle of purified water, carbomer 940, alcohol 22%, sodium 
ydroxide, docusate sodium and fragrance. 


indications and Usage: Benzamycin” Topical Gel is indicated for the topical control 
of acne vulgaris. 


Contraindications: A history of hypersensitivity to erythromycin, benzoyl peroxide or 
any of the other listed ingredients. 


Precautions: General—For external use only. Not for ophthalmic use. Avoid contact 
with eyes and mucous membranes. Concomitant topical acne therapy should be used 
with caution because a possible cumulative irritancy effect may occur, especially with 
peeling, desquamating or abrasive agents. If severe irritation develops, discontinue 
use and institute appropriate therapy. 


The use of antibiotic agents may be associated with the overgrowth of antibiotic- 
resistant organisms. If this occurs, administration of this drug should be discontinued 
and appropriate measures taken. 


Information for Patients—Patients using Benzamycin® Topical Gel should receive the 
following information and instructions: t 
1. Benzamycin® Topical Gel is for external use only. Avoid contact with the eyes and 
mucous membranes. j 
2. Patient should not use any other topical acne preparation unless otherwise 
directed by physician. 
3. Benzamycin® Topical Gel may bleach hair or colored fabric. 
4. If excessive irritation or dryness should occur, patient should discontinue 
medication and consult physician. 
5. Discard product after 3 months and obtain fresh material. 
Carcinogenesis, Mutagenesis and Impairment of Fertility: Long-term studies in 
animals have not been performed to evaluate carcinogenic potential or the effect on 
fertility. 
Pregnancy Category C: Animal reproduction studies have not been conducted with 
Benzamycin® Topical Gel. It is also not known whether Benzamycin® Topical Gel can 
cause fetal harm when administered to a pregnant woman or can affect reproduction 
capacity. Benzamycin® Topical Gel should be given to a pregnant woman only if clearly 
needed. 
Nursing Mothers: It is not known whether this drug is excreted in human milk. Because 
many drugs are excreted in human milk, caution should be exercised when 
Benzamycin® Topical Gel is administered to a nursing woman. 
Pediatric Use: Safety and effectiveness in children below the age of 12 have not been 
established. 
Adverse Reactions: Adverse reactions which may occur include dryness, erythema 
and pruritus. Of a total of 153 patients treated with Benzamycin® Topical Gel during 
clinical trials, four patients experienced adverse reactions, of whom three experienced 
dryness and one an urticarial reaction which responded well to symptomatic treatment. 
Dosage and Administration: Benzamycin® Topical Gel should be applied twice daily, 
morning and evening, or as directed by physician, to affected areas after the skin is 
thoroughly washed, rinsed with warm water and gently patted dry. 
How Supplied and Dispensing Information: Benzamycin® Topical Gel is supplied in 
a package containing 20 g of benzoyl peroxide gel and a plastic vial containing 0.89 
of erythromycin powder. Prior to dispensing, add 3 ml of ethyl alcohol (to the mark) 
to vial and shake well to dissolve erythromycin. Add this solution to gel and stir until 
homogeneous in appearance (1-11 minutes). Benzamycin® Topical Gel should then 
be stored under refrigeration. Place a 3-month expiration date on the label. 
Benzamycin® Topical Gel (NDC 0066-0510-23), as dispensed, is 23.3 g net weight. 
Note: Prior to reconstitution, store at room temperature. After reconstitution, store 
in acold place, preferably in a refrigerator. Do not freeze. Keep tightly closed. 
Keep out of the reach of children. 
Caution: Federal law prohibits dispensing without prescription. 
U.S. Patent Nos. 4,387, 107 and 4,497,794. Other Patents Pending. 


Dedicated to Dermatology 


Dermik Laboratories, Inc. 
Fort Washington, PA, U.S.A. 19034 











FACULTY AND 
FELLOWSHIP 
RECRUITMENT 


THE UNIVERSITY OF MICHIGAN 
DEPARTMENT OF DERMATOLOGY 


is seeking outstanding individuals for the opportunities listed below. All 
positions provide excellent working and living conditions in Ann Arbor and 
the opportunity to join a progressive, growing, University Dermatology De- 
partment. Salary and title are negotiable for faculty positions. Positions are 
currently available, although it is expected that most applicants will wish to 
start on July 1, 1987. 


CLINICAL DERMATOPHARMACOLOGY UNIT: Entry-level faculty position 
(Lecturer or Instructor) or Assistant Professorship. The position represents 
an exceptional opportunity for a dermatologist to begin or expand an aca- 
demic career. At least 60% of effort will involve clinical research; 40% di- 
vided among patient care, laboratory research if desired, or additional effort 
in clinical research. 

The clinical research involves the development and testing of new der- 
matologicals. Most studies are at the forefront of dermatopharmacology. A 
staff is in place to assist with the research. Direct performance of research 
(all of which involves patients or normal volunteers) is expected, as is super- 
vision of residents involved in clinical research. 

Candidates should be interested in a career in academic dermatology, the 
pharmaceutical industry, or a combination of both. No experience in clinical 
research is required as substantial opportunity for on-job experience is 
available. Excellent opportunities for advancement. A wealth of previously 
collected data is available for development into publications. 


PATIENT CARE UNITS: For a full-time clinical faculty member to provide 
general dermatologic care at several departmental satellites, all within 30 
minutes of the central campus. Teaching and clinical research at University 
Hospital will also be expected. Excellent opportunities for advancement at 
central department location. Candidate must possess demonstrated clinical 
expertise, interpersonal skills and administrative ability. 


DERMATOSURGERY UNIT: A position is available for a second dermatologic 
surgeon to assist in continuing to build the Cutaneous Surgery and On- 
cology Unit. The applicant must be trained in dermatosurgery, or untrained 
but willing to obtain subspecialty training in dermatologic surgery. 

The responsibilities of the position will include the teaching of surgery to 
residents and the performance of advanced dermatologic and Mohs sur- 
gery. An interest in prospective clinical or basic research as it pertains tc 
surgery and cutaneous oncology is essential. 

Candidates for the 3 positions listed above must be eligible for, or dip: 
lomates of, the American Board of Dermatology. 


IMMUNODERMATOLOGY UNIT: Entry level faculty position up to an As: 
sistant Professorship. The applicant must be trained in dermatology and ir 
addition have two to three years basic research experience. The position 
involves 80% effort in basic laboratory research with the remainder di- 
vided among patient care and clinical teaching. Basic research experience 
must have involved immunology of the skin, in particular cell-mediatec 
mechanisms. 


BASIC SCIENCE FELLOWSHIPS: For M.D.s (prior to, during, or after theii 
dermatology residencies) or Ph.D.s to obtain basic laboratory research ex: 
perience leading to a career in academic dermatology. Two NIH traininç 
grant awards are available in the fields of: cellular immunology and inflam: 
mation of the skin; molecular genetics of epidermal growth control; mem: 
brane-mediated regulation of epidermal growth; or regulation of epiderma 
function. Commitments are generally made for two years for these post 
doctoral training grants. 


Address applications specifying positions of interest and including cur 
riculum vitae to: 


John J. Voorhees, M.D. 
Professor and Chairman 
Department of Dermatology 
University of Michigan Medical Center 
A. Alfred Taubman Health Care Center 
Ann Arbor, Michigan 49109-0314 


The University of Michigan is a 
nondiscriminatory affirmative action employer 
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in the treatment of moderate-to-severe 
sterold-responsive dermatoses 
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Please see follovving page for brief summary of prescribing information 


AMCINONIDE 


CREAM 0.1% 
in 15, 30, and 60 gram tubes 


STRENGTH 


for control of moderate-to-severe 
dermatoses 


SPEED 


dramatic relief of symptoms— 
often in just days 


GENTLENESS 


with the soothing, moisturizing, 
AQUATAIN™ hydrophilic base 
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AMCINONIDE 


OINTMENT 0.1% 
in 15, 30, and 60 gram tubes 


POVVER 


to overcome psoriasis and other 
difficult-to-treat dermatoses 


PENETRATION 


serves as its own occlusive 
dressing 


CONVENIENCE 


like CYCLOCORT Cream, 
effective on a bid schedule 











AMCINONIDE = 
OINTMENT 0.1 





CYCLOCORT® Amcinonide Topical Cream 0.1% 

with AQUATAIN™ hydrophilic base 
CYCLOCORT® Amcinonide Ointment 0.1% 
Indications and Usage Indicated for the relief of the inflammatory and pruritic manifesta- 
tions of corticosteroid-response dermatoses 
Contraindications History of hypersensitivity to any of the components of the preparation 
Precautions General. Systemic absorption of topical corticosteroids has produced revers 
ible hypothalamic-pituitary-adrenal (HPA) axis suppression, manifestations ot Cushing s 
syndrome, intracranial hypertension in children, hyperglycemia, and glucosuria in some 
patients. Application of the more potent steroids, use over large surface areas, prolonged 
use, and the addition of occlusive dressings may augment absorption 
Therefore, patient having a potent topical steroid applied to a large surface area or under an 
occlusive dressing should be evaluated periodically for such suppression by using the uri 
nary free cortisol and ACTH stimulation tests. If suppression is noted, try to withdraw the 
drug, to reduce the frequency of application, or to substitute a less potent steroid 
Recovery of HPA axis function is generally prompt and complete upon discontinuation. Infre- 
quently, signs and symptoms of steroid withdrawal may occur, requiring supplemental sys- 
temic corticosteroids 
Children may absorb proportionally large amounts of topical corticosteroids and thus be 
more susceptible to systemic toxicity. Administration to children should be limited to the 
smallest amount consistent with favorable results. In children chronic therapy may interfere 
with growth and development. If irritation develops, topical corticosteroids should be discon- 
tinued and appropriate therapy instituted 
In the presence of dermatological infections, you may use an antifungal or bacterial agent. If 
prompt favorable response does not occur, discontinue therapy until the infection has been 
adequately controlled 
No long-term animal studies have been performed to evaluate the carcinogenic potential or 
the eftect on fertility of topical corticosteroids 
Studies with prednisolone and hydrocortisone have failed to show mutagenicity. 
Use during pregnancy and by nursing mothers should be limited to those situations in which 
potential benefit to the mother outweighs potential risk to the fetus, and should not include 









© 1987 Lederle aboratonie 














extensive application, large amounts or lengthy therapy Systemically administered cortico 
steroids are secreted into breast milk, but in quantities unlikely to affect the child adversely. 
Not for ophthalmic use 

Adverse Reactions The following infrequent local adverse reactions with topical cortico 
steroids may occur more frequently with the use of occlusive dressings. In an approximate 
decreasing order of occurrence: burning, itching, irritation, dryness, folliculitis, hypertricho 
sis, acneiform eruptions, hypopigmentation, perioral dermatitis, allergic contact dermatitis 
maceration of the skin, secondary infection, skin atrophy, striae, and miliara 

Dosage and Administration CYCLE 
Apply a thin film to the affected area two 
condition 

CYCLOCORT Ointment 0.19 

Apply a thin film to the affected area twice daily, depending on the severity of the condition 
Occlusive dressings may be usec for the management of psoriasis or recalcitrant condi 
tions. Occlusive dressings should be discontinued if an infection develops, and appropriate 
antimicrobial therapy instituted 

How Supplied CYCLOCORT” Amcinonide Topical Ointment 0.1% (1mg/gm) is available ir 
15, 30 and 60 gram tubes 

CYCLOCORT® Amcinonide Topica! Cream 0 1% is available in 15, 30 and 60 gram tubes 
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times daily, depending on the severity of the 





LEDERLE DERMATOLOGICALS 
The Healing Touch™ 


Lederle Laboratories, A Division of American Cyanamid Company 
Wayne. New Jersey 07470 


068-7 








Indications and Usage: Topical corticosteroids are indicated for the relief of the inflammatory and pruritic manifestations 
of corticosteroid-responsive dermatoses 
Contraindications: Topical corticosteroids are contraindicated in those patients with a history of hypersensitivity 
to any of the components of the preparation 
Precautions: General — Systemic absorption of corticosteroids has produced reversible hypothalmic-pituitary-adrenal 
HPA) axis suppression, manifestations of Cushing's syndrome, hyperglycemia, and glucosuria in some patients 
Conditions which augment systemic absorption include the application of the more potent steroids, use over 
large surface areas, prolonged use, and the use of occlusive dressings 
Therefore, patients receiving a large dose of a potent topical steroid applied to a large surface area or under 
an occlusive dressing should be evaluated periodically for evidence of HPA axis suppression by using the urinary 
free cortisol and ACTH stimulation tests. If HPA axis suppression is noted, an attempt should be made to withdraw 
the drug, tc reduce the frequency of application, or to substitute a less potent steroid. Recovery of HPA axis 
function is generally prompt and complete upon discontinuation of the drug. Infrequently, signs and symptoms of 
Steroid withdrawal may occur requiring supplemental systemic corticosteroids 


Only new LactiCare-HC complements 
the anti-inflammatory activity of hydro- 
cortisone with the superior moisturizing 
properties of LactiCare® Lotion to help 
your patients control the dryness and 
pruritus SO common to atopic and 
eczematous dermatoses. Prescribe 
LactiCare-HC in 1% or 21296 strengths 
with the confidence that the soothing 
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LactiCare lotion base will encourage 
patient compliance. 

LactiCare-HC samples are available 
from your Stiefel representative or by 
calling toll-free: 1-800-327-3858. (In 
Florida, call collect: 0-305-443-3807.) 


Stiefel Laboratories, Inc. 
Coral Gables, Florida 33134 


¢ 1986 Stiefel Laboratories, Inc 


STIEFEL 


Children may absorb proportionally larger amounts of topical corticosteroids and thus be more susceptible to 
systemic toxicity. 

If irritation develops, topical corticosteroids should be discontinued and appropriate therapy instituted 

In the presence of dermatological infections, the use of an appropriate antifungal or antibacterial agent should 
be instituted. If a favorable response does not occur promptly, the corticosteroid should be discontinued until the 
infection has been adequately controlled 
Adverse Reactions: The following local adverse reactions are reported infrequently with topical corticosteroids, but 
may occur more frequently with the use of occlusive dressings. These reactions are listed in an approximate 
decreasing order of occurrence: Burning, Irritation, Dryness, Folliculitis, Hypertrichosis, Acneiform eruptions 
Hypopigmentation, Perioral dermatitis, Itching, Allergic contact dermatitis, Maceration of the skin, Secondary 
infection, Skin atrophy, Striae, Miliaria 
How Supplied: 1%-4 fl. oz. bottle NDC 0145-2537-04 , 2'2%-2 fl. oz. bottle NDC 0145-2538-02 
Store at controlled room temperature, 15°-30°C (59°-86°F 


Caution: Federal law prohibits dispensing without prescription 


News and Notes 





Dermatologic Surgery Course.—A 


course on techniques and current 


concepts in dermatologic surgery, 
— sponsored by the Office of Con- 
_. tinuing Education, Tulane Univer- 
sity Medical Center, will be held 
(7 March 11-13, 1987, in New 
= Orleans; 13 hours of Category 1 


= > eredit will be offered. The fee is 


_ $400. For more information, con- 
— tact J. A. D’Angelo, Jr, Office of 
— Continuing Education, Tulane 
‘University Medical Center, 1430 
— Tulane Ave, New Orleans, LA 
10112-2699; (504) 588-5466. 


Dermatologic Surgery Meeting.— 
The Upstate New York Society for 
Dermatologic Surgery is holding 
its annual spring meeting on Sat- 
urday, April 11, 1987, in Syracuse. 
The topics will include hair trans- 
_ plantation, dermabrasion, flaps, 

grafts, and periorbital skin sur- 
„gery. The guest speakers will be 
_ Henry Roenigk, MD, Vito Quatela, 
MD, Jan Muhlbauer, MD, Carl 
“— Hanig, MD, and others. For fur- 
ther information, contact Stephen 
E. Presser, MD, President, Up- 
“state New York Society for Der- 
matologic Surgery, 1580 Elmwood 
Ave, Rochester, NY 14620; (716) 
— 442-4310. 


Australian Dermatopathology So- 
ciety.—The eighth annual confer- 
ence of the Australian Dermato- 
pathology Society will be held Aug 
14 to 16, 1987, in Melbourne. Guest 
speakers will be Professor E. R. 
Farmer and Dr A. F. Hood from 
the Johns Hopkins University 
School of Medicine, Baltimore. 
The emphasis will be on practical 
diagnostic problems in dermato- 
pathology, and the course includes 
< seminars on tissue-reaction pat- 

terns in inflammatory diseases, 
regional dermatopathology, short 
communications on fungal dis- 
eases, as well as poster displays. A 


clinical meeting will follow the 
conference. Participation is in- 
vited. For further information, 
contact Dr. A. P. Dorevitch, 693 
Burke Rd, Camberwell, 3124, Vic- 
toria, Australia; (03) 813 1611. 


Educational Materials on Por- 
phyria Offered.—The American 
Porphyria Foundation is provid- 
ing primary care physicians with 
excellent educational materials 
for the diagnosis, testing, and 
treatment of each of the porphyr- 
ias. For further information, con- 
tact American Porphyria Founda- 
tion, PO Box 11163, Montgomery, 
AL 86111. 


Second Annual Dermatologic Sem- 
inar Announced.—The Depart- 
ments of Dermatology of North- 
western University Medical 
School, Chicago, and the Universi- 
ty of Miami School of Medicine are 
cosponsorers of the second annual 
Cosmetic Dermatologic Seminar. 
The meeting will be Nov 11 to 15, 
1987, at the Ritz-Carlton Hotel, 
Naples, Fla. The meeting, which is 
endorsed by the American Society 
for Dermatologic Surgery Inc, will 
cover the following topics in 
depth: rejuvenation of skin; soft- 
tissue augmentation, including fat 
autographs; hair replacement 
(both medical and surgical); 
wound healing; lasers; liposuction; 
and scar revision. For further 
information and registration, con- 
tact James B. Pinski, MD, 55 E 
Washington Blvd, Suite 3404, Chi- 
cago, IL 60602. 


Essay Contest.—The Pacific 
Dermatologic Association an- 
nounces the Nelson Paul Ander- 
son memorial essay contest for 
papers in clinical or basic research 
in dermatology. The contest is 
open to residents or physicians 
not more than five years out of 
training. There will be a $500 cash 
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prize awarded to the individual 
and $250 awarded to the depart- 
ment. Expenses will be paid to 
present a paper at the annual 
meeting of the Pacific Dermato- 
logic Association, Sept 18 to 22, 
1987, in Denver. For further infor- 
mation, contact Nicholas J. Lowe, 
MD, Secretary-Treasurer, Depart- 
ment of Dermatology, UCLA 
School of Medicine, Los Angeles, 
CA 90024. 


Regional Cryostat Workshop.— 
The “Southwestern Regional 
Cryostat and Microscopically Con- 
trolled Surgical Workshop” will 
be held Aug 14-15, 1987, at the 
University of California, San 
Diego; 15 hours of Category 1 
credits will be offered. For more 
information, contact Daniel E. 
Gormley, MD, Director, 412 W 
Carroll, Glendora, CA 91740; (818) 
963-7684. 


Research Grants Available in Alo- 
pecia Areata.—The National Alo- 
pecia Areata Foundation (NAAF) 
is accepting research grant pro- 
posals in alopecia areata to be 
awarded competitively in 1987, 
and announced at the Founda- 
tion’s annual meeting, December 
1987, during the annual meeting 
of the American Academy of Der- 
matology. The NAAF’s grant pro- 
gram is designed to provide finan- 
cial support to investigators and 
must be used to support basic or 
clinical research that may lead to 
a better understanding of the 
causes or treatment of alopecia 
areata. Grants of $5000 each will 
be awarded. Application forms are 
available from the NAAF. Com- 
pleted forms, including all sup- 
porting data, must be received not 
later than Sept 1, 1987. Additional 
instructions are set forth in the 
application form. For further 
information, contact Medical Ad- 
visory Board, National Alopecia 
Areata Foundation, PO Box 5027, 
Mill Valley, CA 94941 


News and Notes 





Has pruritus 
put your 
patients af 
the end of 
their ropes? 


Prescribe Temaril 
fo keep the ifch in line 


Temaril provides effective relief of pruritic symptoms in 
urticaria, allergies, atopic dermatitis, contact dermatitis 
and other pruritic dermatoses. 


Temaril Spansule® (sustained-release capsules) is the 
only sustained release oral antipruritic therapy available 
to provide convenient BID dosing and gradual, 12-hour 
release. 


These Spansule sustained-release capsules plus easy- 
to-swallow coated tablets and a pleasant tasting syrup 
offer the necessary flexibility of dosage forms to treat all 
your patients. : 


Temaril” 


(trimeprazine tartrate) 
To keep the ifch in line 


Herbert Laboratories 


A SMITHKLINE BECKMAN 
Irvine, CA 92713 


Please see the adjacent page for a brief summary. 
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Temaril? 
(trimeprazine tartrate) 


INDICATIONS Treatment of pruritic symp- 
toms in urticaria. Relief of pruritic symp- 
toms in a variety of allergic and non-allergic 
conditions including atopic dermatitis, neu- 
rodermatitis, contact dermatitis, pityriasis 
rosea, poison ivy dermatitis, eczematous 
dermatitis, pruritus ani and vulvae, and 
drug rash. 


CONTRAINDICATIONS Temaril (tri- 
meprazine tartrate) is contraindicated: in 
comatose patients; in patients who have 
received large amounts of central nervous 
system depressants (alcohol, barbituates, 
narcotics, etc.); in patients with bone mar- 
rovv depression; in patients who have dem- 
onstrated an idiosyncrasy or hypersen- 
sitivity to ‘Temaril’ or other phenothiazines; 
in newborn or premature children; and in 
nursing mothers. It should not be used in 
children who are acutely ill and/or dehy- 
drated, as there is an increased suscep- 
tibility to dystonias in such patients. 
WARNINGS Temaril (trimeprazine tartrate) 
may impair the mental and/or physical abil- 
ity required for the performance of poten- 
tially hazardous tasks, such as driving a 
vehicle or operating machinery. Similarly, it 
may impair mental alertness in children. 
The concomitant use of alcohol or other 
central nervous system depressants may 
have an additive effect. Patients should be 
warned accordingly. 
“Temaril’ should be used with extreme cau- 
tion in patients with: 

Asthmatic attack 

Narrow-agle glaucoma 

Prostatic hypertrophy 

Stenosing peptic ulcer 

Pyjoroduodenal obstruction 
Bladder neck obstruction 
Patients receiving monoamine oxidase 

inhibitors 

Hər in Pregnancy: The safe use of Tem- 
aril’ has not been established with respect 
to the possible adverse effects upon fetal 
development. Therefore, it should not be 
used in women of childbearing potential. 
Jaundice and prolonged extrapyramidal 
symptoms have been reported in infants 
whose mothers received phenothiazines 
during pregnancy. 
Usage in Children: "Temaril should be used 
with caution in children who have a history 
of sleep apnea or a family history of sudden 
infant death syndrome (SIDS). It should 
also be used with caution in young chil- 
dren, in whom it may cause excitation 
Overdosage may produce hallucinations, 
convulsions and sudden death. 


Usage in Elderly Patients (60 years or 
olde): Elderly patients are more prone to 
develop the following side effects from 
phenothiazines: 
Hypotension 
yncope 


Toxic confusional states 

Extrapyramidal symptoms, 
especially parkinsonism 

Excessive sedation 


PRECAUTIONS Temaril (trimeprazine tar- 
trate) may significantly affect the actions of 
other drugs. İt may increase, prolong or 
intensify the sedative action of central ner- 
vous system depressants such as anesthet- 
ics, barbiturates or alcohol. When ‘Temaril’ 
is administered concomitantly the dose of a 
narcotic or barbiturate should be reduced 
to 1/4 or 1/2 the usual amount. In the patiant 
with pain, receiving treatment with narcot- 
ics, excessive amounts of "Temaril" may 
lead to restlessness and motor hyperac- 
tivity. "Temaril can block and even reverse 
the usual pressor effect of epinephrine 
‘Temari!’ should be used cautiously in per- 
sons with acute or chronic respiratory 
impairment, particularly children, as it may 
suppress the cough reflex. 

This si dər be used cautiously in per- 
sons vvith cardiovascular disease, impair- 
ment ofliver function, or those vvith a history 
of ulcer disease. 

Since “Temaril” has a slight antiemetic 
action, it may obscure signs of intestinal 
obstruction, brain tumor, or overdosage of 
toxic drugs. 

Phenothiazines have been shovvn to ele- 
vate prolactin levels; the elevation persists 
during chronic administration. Tissue 
culture experiments indicate that approxi- 
mately one-third of human breast cancers 
are prolactin-dependent in vitro, a factor of 
potential importance if the prescribing of 
these drugs is contemplated in a patient 
with a previously detected breast cancer. 
Although disturbances such as galactor- 
thea, amenorrhea, gynecomastia, and 
impotence have been reported, the clinical 
significance of elevated serum prolactin 
levels is unknown for most patients. An 
increase in mammary neoplasms has been 
found in rodents after chronic administra- 
tion of neuroleptic drugs. Neither clinical 


nor epidemiologic studies conducted to 
date, however, have shown an association 
between chronic administration of these 
drugs and mammary tumorigenesis; the 
available evidence is considered too lim- 
ited to be conclusive at this time. 


Drugs which lower the seizure threshold, 
including phenothiazine derivatives, 
should not used with ‘Amipaque’* As 
with other phenothiazine derivatives, "Tem- 
aril’ should be discontinued at least 48 
hours before myelography, should not be 
resumed for at least 24 hours eee 
cedure, and should not be used for the 
control of nausea and vomiting occurring 
either prior to myelography or post- 
procedure. 

ADVERSE REACTIONS Temaril (tri- 
meprazine tartrate) may produce adverse 
reactions attributable to both phe- 
nothiazines and antihistamines. 


Note: Not all of the following adverse reac- 
tions have been reported with Tem- 
aril (trimeprazine tartrate); however, 
pharmacological similarities among 
the phenothiazine derivatives require 
that each be considered when ‘Tem 
aril is administered. There have been 
occasional reports of sudden death 
in patients receiving phenothiazine 
derivatives chronically. 


C.N.S. Effects: Drowsiness is the most 
common C.N.S. effect of this drug. Extra- 
pzramiaal reactions (opisthotonos, dys- 
onia, akathisia, dyskinesia, parkinsonism) 
occur, particularly with high doses. (See 
Overdosage section for management of 
extrapyramidal symptoms). Hyperreflexia 
has been reported in the newborn when a 
phenothiazine was used during pregnancy. 
Other reported reactions include dizziness, 
headache, lassitude, tinnitus, incoordina- 
tion, fatigue, blurred vision, euphoria, 
diplopia, nervousness, insomnia, tremors 
and grand mal seizures, excitation, cata- 
tonic-like states, neuritis and hysteria, ocu- 
logyric crises, disturbing dreams/night- 
mares, pseudoschizophrenia, and intensi- 
fication and prolongation of C. N.S. depres- 
sants (opiates, analgesics, antihistamines, 
barbiturates, alcohol), atropine, heat, 
organophosphorus insecticides 
Cardiovascular Effects: Postural hypoten- 
sion is the most common cardiovascular 
effect of per Reflex tachycar- 
dia may seen. Bradycardia, faintness, 
dizziness and cardiac arrest have been 
S ECG changes, including blunting 
of T waves and prolongation of the QT inter- 
val, may be seen. 

Gastrointestinal: Anorexia, nausea, vomit- 
ing, epigastric distress, diarrhea, constipa- 
tion, and dry mouth may occur. Increased 
appetite and weight gain have also been 
reported. 

Genitourinary: Urinary frequency and dys- 
urla, urinary retention, early menses, in- 
duced lactation, gynecomastia, decreased 
libido, inhibition of ejaculation and false 
positive pregnancy tests have been 
reported. 

Respiratory: Thickening of bronchial secre- 
tions, tightness of the chest, wheezing and 
nasal stuffiness may occur. 

Allergic Reactions: These include urticaria, 
dermatitis, asthma, laryngeal edema, 
angioneurotic edema, photosensitivity, 
lupus erythematosus-like syndrome and 
anaphylactoid reactions. 


Other Reported Reaction: Leukopenia, 
agranulocytosis, pancytopenia, hemolytic 
anemia, elevation of plasma cholesterol 
levels and thrombocytopenic purpura have 
been reported. Jaundice of the obstructive 
type has also been reported; it is usually 
reversible but chronic jaundice has been 
reported. Erythema, peripheral edema, 
and stomatitis have been reported. High or 
prolonged glucose tolerance curves, 
glycosuria, elevated spinal fluid proteins 
and reversed epinephrine effects may also 
occur. 
Rare occurrences of neuroleptic malignant 
syndrome (NMS) have been reported in 
Patients receiving phenothiazines. This 
syndrome is comprised of the symptom 
complex of hyperthermia, altered con- 
sciousness, muscular rigidity and autono- 
mic dysfunction and is potentially fatal 
Long-Term Therapy Considerations: After 
ə phenothiazine administration at 
igh dosage, pigmentation of the skin has 
occurred, chiefly in the exposed areas. 
Ocular changes consist of the appearance 
of lenticular and corneal opacities, epithe- 
lial keratopathies and pigmentary retinopa- 
thy. Vision may be impaired. 


“Trademark Reg. U.S. Pat. Off.: Amipaque" 
for metrizamide, distributed by Winthrop- 
Breon Laboratories. 


boratones 


A SMITHKLINE BECKMAN COMPANY 
Irvine, California 92713 


If this looks to you 
like a goose 
on roller skates, 
you could 
be going blind. 


No, there's nothing wrong with 
your vision, 

But there could be something 
wrong with your eyes. 

You could have an eye disease 
serious enough to blind you, and not 
even know it. The leading cause of 
blindness in adults, glaucoma, has 
no symptoms in early stages. 

There $ no cure, but there is hope. 

You can stop glaucoma from 
advancing (and many other eye 
diseases from happening in the 
first place) by seeing an eye doctor 
at least every two years. 

Remember, no one can save your 
sight but you. 


sız 
KN 


National Society 
to Prevent Blindness 
Box 2020, Madison Sq. Station, NY, NY 10159 
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are caused by o es or 
Staphylococcus aureus, or both, specify 
E-MYCIN 333 mg tablets (erythromycin base) 
because (1) in vitro susceptibility” to erythromycin 
is 95.0% and 95.5%, respectively (unlike tetracyclines, 
which are not drugs of choice in any staphylococcal 
infection and against which up to 44% of Streptococcus 
pyogenes strains are resistant); (2) enteric coating 
protects E-MYCIN 333 mg tablets from gastric 
inactivation to help assure efficient absorption of active 
erythromycin (erythromycin base); (3) safety of 
erythromycin is still preeminent among antimicrobials 
after more than 30 years of clinical use; (4) compliance s 
is easier with q8h doses that may be taken before, after, 

or even with meals; and (5) economy is exceptional. 


“In vitro susceptibility does not necessarily imply in vivo effectiveness 


E-Mycin 333 
erythromycin base 
enteric-coated tablets 


Covers the most common 
dermatologic pathogens 


See following page for brief summary of prescribing information 


| Upjohn | The Upjohn Company 
Kalamazoo, Michigan 49001 
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E-Mycin 333 


erythromycin base "9 "551S 
enteric-coated tablets 


Indications: Streptococcus pyogenes 
(group A beta-hemolytic strepto- 
cocci): Upper and lower respiratory 
tract, skin, and soft-tissue infections of 
mild to moderate severity. Therapy 
should be continued for ten days. Par- 
enteral benzathine penicillin G is the 
drug of choice. 

Alpha-hemolytic streptococci (viridans 
groups): Short-term prophylaxis 
against bacterial endocarditis prior to 
dental procedures or surgery of the 
upper respiratory tract in patients with a history of rheumatic fever or 
congenital heart disease who are hypersensitive to penicillin. Eryth- 
romycin is not suitable prior to genitourinary surgery. 
Staphylococcus aureus: Acute infections of skin and soft tissue of 
mild to moderate severity. Resistance may develop during treatment 
Streptococcus pneumoniae: Upper respiratory tract infections (e.g., 
Otitis media, pharyngitis) and lower respiratory tract infections (e.g., 
pneumonia) of mild to moderate degree 

Mycoplasma pneumoniae (Eaton agent, PPLO): For respiratory 
infections due to this organism. 

Treponema pallidum: An alternative treatment for penicillin-allergic 
patients. 

Corynebacterium diphtheriae and Corynebacterium minutissimum: 
An adjunct to antitoxin, to prevent or treat carriers. In the treatment 
of erythrasma. 

Entamoeba histolytica: Intestinal amebiasis only. Extraenteric ame- 
biasis requires treatment with other agents 

Listeria monocytogenes: Infections due to this organism. 

Neisseria gonorrhoeae: In conjunction with erythromycin lactobion- 
ate injection in patients allergic to the penicillins. Patients should 
have a microscopic examination for T. pallidum (by immunofluores- 
cence or darkfield). 

Hemophilus influenzae: For upper respiratory tract infections of mild 
to moderate severity, in combination with sulfonamides. Not all 
strains are susceptible. 

Legionnaires’ disease: In vitro and limited clinical data suggest 
efficacy. 

Bordetella pertussis: Renders patients noninfectious, may be helpful 
in prophylaxis. 

Chlamydia trachomatis: Conjunctivitis of the newborn, pneumonia of 
infancy, urogenital infections in pregnancy. When tetracyclines are 
contraindicated or not tolerated, for uncomplicated urethral, endo- 
cervical or rectal infections in adults. 

Establish susceptibility of organisms to erythromycin 
Contraindication: Known hypersensitivity to erythromycin 

Warning: Safety for use in pregnancy has not been established 
Precautions: Erythromycin is principally excreted by the liver. Exer- 
cise caution in patients with impaired hepatic function. Hepatic dys- 
function with or without jaundice has occurred with oral erythromycin 
products. Surgical procedures should be performed when indicated 
Concurrent use with theophylline may potentiate theophylline toxicity. 
Theophylline dosage should therefore be reduced. 

Adverse Reactions: The most frequent side effects are gastrointes- 
tinal, e.g., abdominal cramping and discomfort, and are dose 
related. Nausea, vomiting, and diarrhea occur infrequently. During 
prolonged or repeated therapy, nonsusceptible bacteria or fungi 
may overgrow. The drug should then be discontinued and appropri- 
ate therapy instituted. Urticaria and other skin rashes have occurred 
Serious allergic reactions, including anaphylaxis, have been 
reported. Reversible hearing loss has rarely occurred, chiefly in 
patients with renal insufficiency and those receiving high doses. 
How Supplied: E-MYCIN Tablets 250 mg—in bottles of 100, 500, 
unit-of-use bottles of 40, and in unit-dose packages of 100. 
E-MYCIN Tablets 333 mg—in bottles of 100, 500, and in unit-dose 
packages of 100. 

Caution: Federal law prohibits dispensing without prescription. 

For additional product information, consult the package insert or see your 
Upjohn Representative. jase 
© 1984 The Upjohn Company 


The Upjohn Company, Kalamazoo, MI 49001, USA 
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“TVVOULDN”T 
TREAT 
MY BIKE 
THE WAY YOU 
TREAT 
YOUR BODY.” 


—Judy Lafferty 





When Judy Lafferty 
prepares for a race, she 
checks every part of her bike. 

Because she checks 
her body the same way, she 
discovered a lump in her 
breast a few years ago. 

She discovered it early. 
And these days, 85% of 
early breast cancers can be 
treated successfully, 

Judy has since had 
reconstructive surgery, too. 
And she feels like herself 
again. Alive, vibrant, ready 
to get on her bike and take 
on the world. 

Judy Lafferty is living 
proof of the progress we're 
making against cancer. 

The American Cancer 
Society takes some credit for 
that progress. But credit won't 
finance our work. 

We need your money 
to help us win this race. 


SHARE 
THE COST OF 
LIVING. 


GIVE TO THE 


AMERICAN CANCER SOCIETY. 


The Lighter Touch 


When medium potency 
is enough to do the job 


Tridesilon® 0.05% 





0.05", Cre 
. 0.05% Ointment 
BRIEF SUMMARY : . 
“Description: Tridesilon” (desonide) is a non-tluorinated corticosteroid. 
Action: Tridesilon” (desonide) 0.05% Creme and Ointment have anti-inflammatory, antipru- 
ritic and vasoconstrictive actions. 
Indications: Topical corticosteroids are indicated for the relief of the inflammatory and pruritic 
manifestations of corticosteroid-responsive dermatoses. 
Contraindications: Topical corticosteroids are contraindicated in those patients with a history 
of hypersensitivity to any of the components of the preparation. 
Precautions: 
General 
“x Systemic absorption of topical corticosteroids has produced reversible hypothalamic-pituitary- 
adrenal (HPA) axis suppression, manifestations of Cushing s syndrome. hyperglycemia, and 
s glucosuria in some patients. 
Conditions which augment systemic absorption include the application of the more potent ste- 
- 1014, use over large surface areas, prolonged use. and the addition of occlusive dressings. 
Therefore, patients receiving a large dose of a potent topical steroid applied to a large surface 
area or under an occlusive dressing should be evaluated periodically for evidence of HPA axis 
Suppression by using the urinary free cortisol and ACTH stimulation tests. If HPA axis suppres- 
sionis noted, an attempt should be made to withdraw the drug. to reduce the frequency of appli- 
cation, or to substitute a less potent steroid. 
“Recovery of HPA axis function is generally prompt and complete upon discontinuation of the 
drug. infrequently, signs and symptoms of steroid withdrawal may occur, requiring supplemen- 
tal systemic corticosteroids 
Children may absorb proportionally larger amounts of topical corticosteroids and thus be more 
Susceptible to systemic toxicity. (See PRECAUTIONS —Pediatric Use) 
Iirrifation develops. topical corticosteroids should be discontinued and appropriate therapy 
instituted. 
inthe presence of dermatological infections, the use of an appropriate antifungal or antibacte- 
ral agent should be instituted. if a favorable response does not occur promptly. the corticoste- 
roid Should be discontinued until the infection has been adequately controlled 
Information for the Patient 
Patients using topical corticosteroids should receive the following information and instruc- 
tions: 
“4 This medication is to be used as directed by the physician. İt is for external use only. Avoid 
contact with eyes. 
2. Patients should be advised not to use this medication for any disorder other than for which it 
“was prescribed, 
3. The treated skin area should not be bandaged or otherwise covered or wrapped as to be acclu- 
sive unless directed by the physician. 
4. Patients should report any signs of local adverse reactions especially under occlusive dress- 
ing. 
5. Parents of pediatric patients should be advised not to use tight-fitting diapers or plastic pants 
Of a child being treated in the diaper area, as these garments may constitute occlusive dress- 
qs. 
Laboratory Tests 
The following tests may be helpful in evaluating the HPA axis Suppression: 
Urinary free cortisol test 
ACTH stimulation test 
Carcinogenesis, Mutagenesis, and impairment of Fertility 
Long-term animal studies have not been performed to evaluate the carcinogenic potential or the 
effect on fertility of topical corticosteroids. 
Studies to determine mutagenicity with prednisolone and hydrocortisone have revealed nega- 
tive results 
Pregnancy Category € 
Corticosteroids are generally teratogenic in laboratory animals when administered systemically 
at relatively low dosage levels. The more potent corticosteroids have been shown to be terato- 
genic after dermal application in laboratory animals. There are no adequate and well-controlled 
Studies in pregnant women on teratogenic effects from topically applied corticosteroids. There- 
fore, topical corticosteroids should be used during pregnancy only if the potential benefit justi- 
fies the potential risk to the fetus. Drugs of this class should not be used extensively on pregnant 
raion in large amounts. or for prolonged periods of time 
jursing Mothers 
itis not known whether topical administration of corticosteroids could result in sufficient sys- 
temic absorption to produce detectable quantities in breast milk Systemically administered 
corticosteroids are secreted into breast miik in quantities not likely to have a deleterious effect 
on the infant. Nevertheless, caution should be exercised when topical corticosteroids are 
administered to a nursing woman. 
Pediatric Use 
Pediatric patients may demonstrate greater susceptibility to topical corticosteroid-induced HPA 
-axis suppression and Cushing's syndrome than mature patients because ofa larger skin surtace 
area to body weight ratio. 
hiypothalamic-pituitary-adrenal (HPA) axfs suppression, Cushing's syndrome, and intracranial 
hypertension have been reported in children receiving topical corticosteroids. Manifestations 
of adrenal suppression in children include linear growth retardation, delayed weight gain. low 
plasma cortisol levels, and absence of response to ACTH stimulation. Manifestations of intra- 
cranial hypertension include bulging fontanelles. headaches, and bilateral papilledema. 
Administration of topical corticosteroids to children should be limited to the least amount com- 
patible with an effective therapeutic regimen. Chronic corticosteroid therapy may interfere with 
the growth and development af children 
tsë Reactions: The following local adverse reactions are reported infrequently with topi- 
cal corticosteroids, but may occur more frequently with the use of occlusive dressings. These 
reactions are listed in an approximate decreasing order of occurrence 
Burning Hypertrichosis Maceration of the skin 
: Rehing Acneiform eruptions Secondary infection 
Hntation Hypopigmentation Skin atrophy 
Dryness Perioral dermatitis Striae 
Felliculitis Allergic contact dermatitis Miliaria 
Qverdasage: Topically applied corticosteroids can be absorbed in sufficient amounts to pro- 
dute systemic effects. (See PRECAUTIONS) 
Dosage and Administration: Topical corticosteroids are generally applied to the affected area 
as a thin film from two to four times daily depending on the severity of the condition 
Occlusive dressings may be used for management of psoriasis or recalcitrant conditions 
“lfaninfection develops, the use of occlusive dressings should be discontinued and appropriate 
antimicrobial therapy instituted. 
How Supplied: Tridesilon” (desonide} 0.05% Creme and Ointment are supplied in 15 and 60 
‘gram tubes. Tidesilon” 0.05% Creme is also supplied in 5 pound jars. İt is a white semi-solid. 
ridesiion” 0.05%: Ointment is a white or faintly yellowish, transparent semi-solid. 
- Stare below 86°F (30°C), avoid freezing. 
~ -Caution Federal (USA) law prohibits dispensing without a prescription, 


Miles Pharmaceuticals r” 
rg, va. 








































Division of Miles Laboratories, Inc. 
West Haven, Connecticut 06516 Miles Pharmaceuticals 


: January: 1984. PD100597 . December, 1985 PD100634 






































KNOWING 
THE RISKS 
IS YOUR 
GREATEST 
RISK. 


A lot of people think 
cancer is unbeatable. 

That simply isn’t true. 
In fact, over two million 
people have had cancer 
and survived to lead 
happy, normal lives. 

And not only can 
cancer be beaten, it can 
also be prevented. 

There are definite 
precautions that have been 
proven to decrease your 
risk of getting certain 
cancers. 

Ask your local 
American Cancer Society 
to send you a free booklet 
about cancer risks. 

Learn the facts about 
cancer. 

And make not know- 
ing the risks, one less risk. 


How you live may save your life. 


THIS SPACE CONTRIBUTED AS A PUBLIC SERVICE. 


. 





A different focus on skin care. 


Novv you can treat deeper age lines 


with immediate, predictable results. 












INDICATIONS AND USAGE 

Zyderm implant and Zyplast İmplant are indicated for the 
correction of soft tissue contour deficiencies including: glabellar 
frown lines, nasolabial creases, oral commissures, distensible 
acne scars, atrophy from disease or trauma, or other contour 
irregularities. 

CONTRAINDICATIONS 

Therapy must not be initiated if the patient has: 

1. an untoward response to the Collagen Test İmplant: 

2. a personal history of autommune disease: 

3. a history of anaphylacteid reactions; 

4. a known hypersenstivity to lidocaine or to injectable collagen. 
Neither material is indicated for use in breast augmentation, 
of implantation into bone, tendon, figament or muscle 
WARNINGS 

A Collagen Test Implant must be administered and evaluated 
prior to soft tissue augmentation with Zyderm Implant or 
Zyplast implant. implantation into dermal vessels may cause 
vascular occlusion, infarction of embolic phenomena. NOTE: 
The Collagen Test İmplant and Zyderm implant are noncross- 
linked. collagen, while Zyplast implant is cross-linked collagen. 





‘pert in skin care, it's only 


Zyplast” Collagen, injected into the middle-to-deep dermis, fills in areas where this underly 


ral that you care for the skin's collagen matrix has worn thin. It's an excellent way to immediately 


dramatically soften deeper depressions in the triangular area of the face including nasolabic 


collagen support structure as well. furrows, glabellar creases, oral commissures — and acne scars. Y 


patients are looking for cosmetic improvement. And now Zyplast Collagen allows you to addres 


even more of those needs. For more information and to order, call 1-800-227-8933. 


Zyplast Collagen at a glance. 

3. Immediately, dramatically fills and smooths 
nasolabial furrows, glabellar creases and oral 
commissures. 

4. Effective on certain types of acne scars. 

« Predictable results and greater strength 
due to cross-linking. 

© Reduced hypersensitivity and immuno- 
genicity compared to noncross-linked inject- 
able collagen. 


a Resists protease degradation. 


Zyplast Collagen should be placed in the middle-to-deep 
dermis, just covering the bevel of a 30-gauge, 1/2” needle 
— approximately 2mm {1/16”] below the skin's surface. 
Zyplast Collagen takes on the characteristics of the 
surrounding tissue and eventually stimulates new host 
collagen. No overcorrection is required. 


PRECAUTIONS 

Caution is advised when treating patients with allergic reactions 
to other substances. Transcutaneous procedures have inherent tisk 
of infection. Use in site of active inflammatory process or 
infection should be avoided. The safety of Zyderm Implant or 
Zyplast İmplant for use during pregnancy or in infants or chil- 

dren has not been established. 


ASSOCIATED TREATMENT REACTIONS 

Temporary or minimal swelling, mild redness, and discomfort 
may occur immediately following implantation. Bruising or slight 
blushing has been observed in some patients. Patients treated 
intradermally with Zyplast Implant have reported temporary pai- 
pable lumpiness or visible white patches at injection sites. 
Some areas {such as compressed scars) resist placement of the 
material, resulting in a slight elevation beside the defect. As 
with other injectable preparations. there is a remote possibil- 
ity of accidental placement into a blood vessel, which could 
result in blockage of the blood {low and loss of circulation te 
nearby sites. There has been one incident of sudden and perma- 
nent partial toss of vision in one eye under these circumstances. 


® Regular touch-ups necessary, usually 
beginning within a year. 

& Convenient, prepackaged syringe con 
taining lidocaine; 30-gauge needle to mini 
facial trauma. 

4: Complemented by Zyderm” Collagen, t 
for shallow age lines in over 300,000 pati 
since 1976. Both products derived from nat 


bovine collagen. 





7041-0 


ADVERSE REACTIONS 

Sensitizing responses to injectable collagen have occurred 
approximately one percent of treated patients. Systemic et 
plaints of nausea, rash, arthralgia, myaigia and headache 
have been reported by fewer than 0.03% of treated patier 
An anaphylactoid response has occurred and included an 
acute episode of hypotension and dyspnea. An additional 
percent of patients have experienced symptoms similar to 
those of an allergic reaction, that may, however, occur per 
cally Research has shown that some of these patients are 
allergic to bovine collagen. 

See physician package insert for complete information et 
cerning indications, contraindications, warnings, precaution: 
adverse reactions, administration of test implant, and direct 
for use. 





COLLAGEN 


CORPORATION 
2500 Faber Place, Palo Alte, CA 94303 
1800) 227-8933 





If the soap is not on the skin tt 
cannot irritate the skin 


Most soaps are safe. İrritation generally occurs 
because soap remains on the skin, even after rinsing. 


That’s where Neutrogena Soap is different. 

In a carefully controlled test of well-known cleansers, 
equal aqueous concentrations were tagged with 
fluorescein dye. The solutions were applied in 
dollar-size areas on the arms of the subjects, then 
rinsed with equal amounts of water. After rinsing, 
each subject's arms were examined under UV light. 
The degree of fluorescence as shown in the photo- 
graph indicates the amount of residue* 


Neutrogenas excellent “rinsability” can be attributed 
to its high vvater solubility. This characteristic, com- 
bined vvith its inherent mildness, makes Neutrogena 
Soap ideal for your patients. 

* Data file, Neutrogena Corp. 


Samples of: Original Formula (unscented and 
scented); Dry Skin Formula (unscented and scented); 
Acne Cleansing Formula; Oily Skin Formula are 
available upon request. Call toll-free 800-421-6857. 
In California, call 213-642-1150 collect. 


Neutrogena: 
the clearly distinctive soap 


Neutrogena Corporation 
5755 W. 96th Street, Los Angeles, CA 90045 


187:11/85 82-27-0851 





FOR LARGE 
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NEVV FROM GLAXO 
DERMATOLOGY PRODUCTS 





THE GENTLE TOUCH OF 
A LOW-POTENCY STEROID... 


WITH MORE MUSCLE 
4 THAN HYDROCORTISONE. 


Significantly more effective than Hytone” Cream 

ontrolled trials have demonstrated that ACLOVATE” (alclometasone 
dipropionate) clearly outperforms hydrocortisone. When ACLOVATE Cream, 
0.05% was compared with Hytone* (hydrocortisone) Cream, 1.0% in 229 
patients with atopic dermatitis, ACLOVATE was significantly more effective after 
just 1 week in reducing the severity scores for total disease signs (erythema, 
induration, and pruritus). At the treatment endpoint, the overall results indicated 
that ACLOVATE provided a statistically significant greater therapeutic effect 
than Hytone.' 


Comparable efficacy to Tridesilon” Ointment 

4 A clinical comparison has also been conducted with ACLOVATE Ointment, 
0.05% and Tridesilont (desonide) Ointment, 0.05% in psoriasis. The percent 
improvement at the end of a 3-week study was 39.6% for ACLOVATE-treated 
patients and 35.3% for the Tridesilon group." 


Useful for children, maintenance treatment, and large areas 

You can expect a similar degree of safety from ACLOVATE as you do from 
hydrocortisone. In a 6-week double-blind comparison of the atrophogenic 
potential of ACLOVATE Ointment, 0.05% and hydrocortisone ointment, 1.0%, no 
Clinically significant skin thinning occurred with ACLOVATE.? 

Adverse reactions reported with ACLOVATE Cream and Ointment are generally 
local in nature and include itching, burning, and erythema. As with all topical 
steroids, caution should be exercised when prescribing ACLOVATE in children 
because they may absorb proportionally larger amounts of drug and thus be 
more susceptible to systemic toxicity. (See Pediatric Use under PRECAUTIONS 


< j in brief summary of Prescribing Information.) 


(alclometasone dipropionate) 


CREAM, 0.05% OINTMENT, 0.05% 


A GENTLE TOPICAL STEROID THAT WON'T COMPROMISE EFFICACY. 





Glaxo 


Glaxo Dermatology Products 
p Unique compounds that are 
advancing dermatology. 


ik ne is a registered trademark of Dermik Laboratories, Inc. Ple İ ibi İon. 
+ oan peh a of a Ta orioa te. ase see next page for brief summary of Prescribing Information 
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pe m BRİEF SUMMARY 


(alclometasone dipropionate) 


= 0.05% OINTMENT, 0.05% 
A GENTLE TOPICAL STEROID 


THAT WON’T COMPROMISE EFFICACY. 
For Dermatologic Use Only—Not for Ophthalmic Use. 


The following is a brief summary only. Before prescribing, see complete prescribing information in 
ACLOVATE™ Cream and Ointment product labeling. s 
CONTRAINDICATIONS: ACLOVATE™ Cream and Ointment are contraindicated in 
patients who are hypersensitive to alclometasone dipropionate, to other cortico- 
steroids, or to any ingredient in these preparations. , 2 

PRECAUTIONS: General: Systemic absorption of topical corticosteroids has re- 
sulted in reversible HPA axis suppression, manifestations of Cushing's syndrome, 
işa əə and glucosuria in some patients. _ 

‘Onditions which augment systemic absorption include the application of the 
more potent steroids, use over large surface areas, prolonged use, and the addition of 
occlusive dressings 

Children may absorb proportionally larger amounts of topical corticosteroids 
and thus be more susceptible to systemic toxicity (see Pediatric Use under 
PRECAUTIONS). 

If irritation develops, topical corticosteroids should be discontinued and appro- 
priate therapy instituted 

İn the presence of dermatological infections, the use of an appropriate antifungal 
or antibacterial agent should be instituted. If a favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infection has been 
adequately controlled. 

Information for Patients: Patients using ACLOVATE™ should receive the following 

information and instructions: 

1. This medication is to be used as directed by the physician. It is for external use 
only. Avoid contact with the eyes 

2. Patients should be advised not to use this medication for any disorder other than 
that for which it was prescribed. 

3. The treated skin area should not be bandaged or otherwise covered or wrapped as 
to be occlusive unless directed by the Məsə 

4. Patients should report any signs of local adverse reactions especially under oc- 
clusive dressing 

5. Parents of pediatric patients should be advised not to use tight-fitting diapers or 
plastic pants on a child being treated in the diaper area, as these garments may 
constitute occlusive dressings. 

esen Tests: Although ACLOVATE Cream and Ointment were shown not to 

produce HPA axis suppression, the following tests may be helpful in evaluating it HPA 

axis suppression does occur: 

Urinary free cortisol test 

ACTH stimulation test 
Carcinogenesis, Mutagenesis, impairment of Fertility: Long-term animal 
studies have not been performed to evaluate the carcinogenic potential or the effect on 
sagt of topical corticosteroids. 

i tudies to determine mutagenicity with prednisolone have revealed negative 
results. 
Pregnancy: Teratogenic Effects: Pregnancy Category C: Corticosteroids are 
generally teratogenic in laboratory animals when administered systemically at rela- 
tively low dosage levels. The more potent corticosteroids have been shown to be 
teratogenic in animals after dermal application 

__ There are no adequate and well-controlled studies of the teratogenic effects of 
topically applied corticosteroids in pregnant women. Therefore, topical corticosteroids 
should be used during pregnancy only if the potential benefit justifies the potential 
risk to the fetus. Drugs of this class should not be used extensively on pregnant 
— in ar amounts or for prolonged periods of time. 

ursing Mothers: İt is not known whether topical administration of corticosteroids 

could result in sufficient systemic absorption to produce detectable quantities in 
breast milk. Systemically administered corticosteroids are secreted into breast milk in 
quantities not likely to a deleterious effect on the infant. Nevertheless, caution 
should be exercised when topical corticosteroids are prescribed for a nursing woman. 
Pediatric Use: Pediatric patients yelə greater susceptibility 
to topical corticosteroid-induced HPA axis suppression and — 
syndrome than mature patients because of a larger skin surface area-to- 
body weight ratio. 

HPA axis suppression, Cushing's syndrome, and intracranial hypertension have 
been reported in children receiving topical corticosteroids. Manifestations of adrenal 
Suppression in children include linear growth retardation, del weight gain, low 
plasma cortisol levels, and absence of response to ACTH stimulation. Manifestations 
of intracranial hypertension include bulging fontanelles, headaches, and bilateral 
papilledema 

Administration of topical corticosteroids to children should be limited to the 
least amount compatible with an effective therapeutic regimen. Chronic corticosteroid 
thera ə interfere with the growth and development of children 
ADVERSE REACTIONS: The following local adverse reactions have been reported 
with ACLOVATE™ Cream: itching occurred in about 2 per 100 patients; burning, 
erythema, dryness, irritation, and papular rashes occurred in about 1 per 100 patients 

The following local adverse reactions have been reported with ACLOVATE Oint- 
ment: itching or burning, 1 per 200 patients; and erythema, 2 per 1,000 patients 

The following local adverse reactions have been reported with topical der- 
Matologic corticosteroids, iy seo under occlusive dressings: burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, acneiform eruptions, hypopigmentation, 

ioral dermatitis, allergic contact dermatitis, maceration of the skin, secondary 
infections, skin atrophy, striae, and miliaria. 
OVERDOSAGE: Topically applied ACLOVATE™ can be absorbed in sufficient 
amounts to produce systemic effects (see PRECAUTIONS) 
HOW SUPPLIED: ACLOVATE™ Cream, 0.05% is supplied in 15-g (NDC 0173-0401- 
00) and tk FƏ 0173-0401-01) tubes 

ACLOVATE Ointment, 0.05% is supplied in 15-g (NDC 0173-0402-00) and 45-9 
NDC 0173-0402-01) tubes. 


tore between 2° and 30°C (36° and 86°F). 
Manufactured for Glaxo Inc., Research Triangle Park, NC 27709 September 1986 


By Schering Corporation, Kenilworth, NJ 07) 
£ Copyright 1986, Glaxo Inc. All rights reserved 


References: 1. Data on file, Glaxo Dermatology Products, Glaxo Inc. 2. Corell R. Atrophogenic 
potential of alclometasone dipropionate 0.05% vs. hydrocortisone ointment 1.0%, Current Therapeutic 
Research 1986:39: 260-268. 

Glaxo Dermatology Products, Glaxo inc., Research Triangle Park, NC 27709 

© 1986, Glaxo Dermatology Products, Glaxo Inc ACLO13 January 1987 
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PROFESSOR AND CHAIRMAN, 
DEPARTMENT OF 
DERMATOLOGY 


Stanford University School of 
Medicine invites nominations and 
applications of candidates for 
appointment to the full-time facul- 
ty as Professor and Chairman of 
the Department of Dermatology. 
Interested candidates should send 
a curriculum vitae and supporting 
documentation to: Bruce M. Tune, 
M.D., Chairman, Search Committee 
for Dermatology, c/o the Dean's 
Office, Stanford University Medical 
Center, Room M-119, Stanford, CA 


Leave your 
mark on life. 





94305 By leaving even the smallest 
à legacy to the American Cancer 

Stanford University is committed Society in your will, you can 
to increasing representation of leave a loving and lasting impres- 
women and members of minority sion on life. And giving life is 
groups on its faculty and particu- T EE AEST WOY | səl 
larly encourages applications from ə a 

Abie 295509 mark on it. Soca 


such candidates. 


For more information, call your local ACS 
Unit or write to the American Cancer Socicty, 


4 West 35th Street, New York, NY 10001. 


STOP SWEAT 6 WEEKS 


DRIONIC’ THERAPY FOR THE HYPERHIDROTIC 


MEDICAL NEED — Value of keeping PATIENT NEED — Motivation is to 
skin dry recognized as both preven- prevent social embarrassment and 
tative and therapeutic for tinea pedis, replacement of garments and footwear. 
friction blisters, contact dermatitis, Handicap extends to occupations and 
eczema, warts. sports. 



















MODALITY — Battery operated device uses no chemicals. Tap water wetted pads 
are applied to problem areas. Six weeks inhibition follows nominal treatment. 


SAFETY & EFFICACY — Repeated studies confirm safety and efficacy. Clinical 
Studies available on request. Over 12 years hospital use of iontophoretic process 
recorded in England. 


MECHANISM — Hyperkeratotic plugs develop in sweat ducts from treatment 
current. Study confirms plug by using adhesive patch to partially restore sweating. 


By prescription only direct from manufacturer. (Rx pads on request). Recommended for homg use. 
FREE PATIENT LITERATURE AND DISPENSER ON REQUEST. 
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“Books 
— Michael Bigby, MD, Section Editor 


Clinics in Dermatology, vol 4: Unexpected Drug Reac- 
tions, edited by Michael J. Fellner and Donna A. Zeide, 202 
pp, with illus, $25, New York, JB Lippincott, 1986. 


Unexpected Drug Reactions is the first issue of the 
fourth volume of Clinics in Dermatology. The book 
consists of 22 chapters written by 31 contributors. 
Topics covered include a history of drug reactions, 
drug reaction reporting systems, the immunology 
and pathology of cutaneous drug reactions, and 
cutaneous reactions in animals. Nine chapters are 


— devoted to specific adverse drug reactions, including 


anaphylaxis, urticaria and vasculitis, systemic con- 
tact dermatitis, erythema multiforme, photosensi- 


—: tivity, drug reactions involving the mouth, porphyr- 








ia, and pemphigus. Adverse reactions to penicillin, 
other antibiotics, radiographic contrast materials, 
corticosteroids, lithium, collagen implants, and iso- 
tretinoin are covered in separate chapters. 

This volume is a good introduction to adverse drug 
reactions. What Unexpected Drug Reactions lacks, 
however, are depth and insight. Many of the chapters 
are short and perfunctorily written. A few of the 
chapters are poorly referenced. Many of the topics 
are covered better in other existing sources, for 
example, Richard DeSwarte’s chapter on drug aller- 
gy in Allergic Diseases: Diagnosis and Management, 
edited by Roy Patterson. The value of this book is 
that it contains information about a wide variety of 
topics related to adverse drug reactions in a single 
volume. The book is certainly a good place to begin to 
learn about adverse drug reactions. 

MICHAEL BıGBY, MD 
Boston 


Pathogenesis of Skin Disease, edited by Bruce H. Thiers 
and Richard L. Dobson, 642 pp, with illus, $95, New York, 
Churchill Livingstone Inc, 1986. 


Pathogenesis of Skin Disease is an excellent compi- 
lation of up-to-date reviews of etiology and patho- 
physiology of the commonly discussed skin disorders. 
Each chapter is a short but complete review of 
current literature, written by well-recognized 
experts in their field. The pages are filled with 
high-quality photographs and simple, well-struc- 
tured diagrams. 

The writing style is fairly uniform throughout the 
book, despite the presence of numerous authors (with 
the exeeption of the chapter on dermatitis herpeti- 
formis). Each chapter can be easily read in a short 
sitting. The editors were careful to avoid excessive 


— detail concerning molecular biology and biochemis- 


try, which can often slow one’s reading pace and turn 


— off clinicians. 
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Perhaps the biggest disappointment of the book 
lies with a situation that is no fault of the editors or 
authors: the pages are peppered with statements 
that outline our ignorance. On reading these chap- 
ters, one is constantly hit with the realization of how 
much work lies ahead for dermatologic research. 
Indeed, each review not only summarizes the great _ 
advances made in dermatologic pathophysiology in ` 
the past decade, but also serves as a teaser of what 
lies ahead. This is recognized by the editors in their 
preface, in which they also acknowledge the truth 
that much of what is written was out of date at the 
time of publication. Nevertheless, the contents of the 
book serve as a stepping stone and basic fund of 
knowledge with which all serious students of derma- 
tology should be familiar. 

The book should be required reading for all resi- 
dents in dermatology. It will serve as an excellent 
reference for medical students and interested medi- 
cal practitioners. It is a straightforward, easy-to- 
read catch-up for dermatologists who have not 
stayed abreast of the many recent discoveries in 
dermatologic pathogenesis, and it is a superb review 
for those who have. 

PAUL BIRNBAUM, MD 
Attleboro, Mass 


Leprosy for Medical Practitioners and Paramedical Workers, 
by R. H. Thangaraj and S. J. Yawalkar, 92 pp, with illus, 
Basel, Switzerland, Ciba-Geigy, 1986. 


This monograph was written by two world author- 
ities on leprosy, R. H. Thanaraj, the senior author, an 
orthopedic and plastic surgeon, and S. J. Yawalkar, a 
dermatologist in the Clinical Research Department 
of Ciba-Geigy. In spite of its size of 92 pages, it isa 


comprehensive, concise, up-to-date, well-written, — 


and well-illustrated clinically oriented book. Seat- 
tered throughout are 95 figures that are very infor- 
mative and of excellent quality, and include 62 
colored clinical photographs. The text is supported 
by a significant number of basic and current refer- 
ences, totaling 100. For those interested in acquiring: 
further information, the authors provide a recom- 


mended reading list of books, brochures, and jour- 


nals. The thrust of the book is to help the medical 
practitioner, paramedical worker, and medical stu- 
dent make an early diagnosis and provide adequate 
treatment of leprosy not only to reduce the load but 
also to interrupt the chain of the disease in society. 
This monograph should not only assist in achieving 
the above goal but should also stimulate the interest. 
and cooperation of medical personnel that are essen- 
tial for the control of leprosy. 

Tam most grateful to the authors for providing us 
with another excellent English monograph for begin- 
ners on leprosy, and also to Ciba-Geigy, a major 
producer of antileprosy drugs, for its publication and: 
their continuous and successful efforts in medical 
education. 

SAMUEL MOSCHELLO, MD... 
Burlington, Mass 
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Moderate xerosis is characterized by a thickening 


LAC-HYDRIN (N — 6) 


and disorganization of the stratum corneum. The 


response to a therapeutic agent can be measured by the degree to which it normalizes the skin. 
Fluorescent-stained skin biopsies allow histological analysis and quantitative measurement of actual 
changes in the stratum corneum. The image above demonstrates Clinical improvements clearly 
observed two weeks after discontinuing therapy with LAC-HYDRIN. The superimposed microscopic 
measuremenis of stratum corneum thickness demonstrate the superior ability of LAC-HYDRIN over 


AQUACARE HP and LACTICARE to effect a return to 
during and after treatment. 


Lac-Hydrin™ 


(ammonium lactate) 


1290” Lotion 


(*ammonium lactate equivalent to 12% lactic acid) 

Indications: For treatment of dry, scaly skin (xerosis) and icthyosis 
vulgaris, and for temporary relief of associated itching. 
Contraindications: Hypersensitivity to any component. 

Precautions: For external use only. Avoid contact with eyes, lips, and 


a more normal morphological condition before, 


mucous membranes. Mild, transient stinging may occur on abraded or 
inflamed areas or in individuals with sensitive skin. Irritation may 
occur when Lac-Hydrin is used on the face of fair-skinned individuals. 

It is not known whether Lac-Hydrin can cause fetal harm or affect 
reproductive capacity. Lac-Hydrin should be used by pregnant women 
only if clearly needed. Although lactic acid is a normal constituent of 
blood and tissues, exercise caution when administering to a nursing 
woman. 


Adverse Reactions: The most frequent adverse experiences in patients 
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Superior, longer-lasting response 
in stratum corneum normalization. 


@ Superior response of LAC-HYDRIN over two traditional moisturizers shown during three 
weeks of therapy and two weeks after treatment ended * 


6 Skin treated with LAC-HYDRIN returned to near normal range of stratum corneum 
thickness and remained in a more normal state after treatment was withdrawn. 


6 Skin treated with traditional moisturizers returned to pre-treatment roughness and 
desquamation * 
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HIGH-POTENCY 


Lac-Hydrini thatnomalizes the 


(ammonium lactate) stratum corneum. 


Dosage and Administration: Apply to affected areas and rub in 
thoroughly twice daily or as directed by physician. 
How Suppiled: 5 oz. plastic tube. 


vvith xerosis are transient stinging or burning (1 in 30 patients), 
erythema (1 in 50 patients), and peeling (1 in 60 patients). Other 
adverse reactions which occur less frequently are irritation, eczema, 


petechiae, dryness, and hyperpigmentation. ul ® 
Due to the more severe initial skin conditions associated with ESTWOOD 
ichthyosis, there was a higher incidence of transient stinging, burning, SCIENCE DevoTeD TO BETTER SKIN C ARE. 


and erythema (1 in 10 patients). € 1986 Westwood Pharmaceuticals Inc., Buffalo, New York 14213 





Pando! betamethasone dipropionate 
Ointment, USP,0.05% 


IN ACTIBASE” 


INTENSITY OF POWE 


Eczema — 


So potent, a nevv classification Yet, safe enough to be 
of potency among topical prescribed for use in moderate- 
corticosteroids vvas required. to-severe dermatoses. 
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Psoriasis 


Contact dermatitis 


Artist's interpretation of disease states 


a DIPROLENE " The oniy topical *Classification based on vasoconstrictor assays and Clinical studies! 
" 
- = - Please see next page for brief summary of 
corticosteroid vvith Class1 prescribing infonaiation: i 
potency. ` 
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[potency expressed as betamethasone} 
For Dermatologic Use Only — Not for Ophthalmic Use 

Summary of Prescribing information: 

INDICATIONS AND USAGE DİPROLENE Qintment is indicated for relief of the 
inflarrimatory and pruritic manifestations of corncosteroid-responsive dermatoses 


CONTRAINDICATIONS DİPROLENE Ointment is contraindicated in patients 
who are hypersensitive to betamethasone dipropionate, to other corticosteroids, OF 
to any ingredient in this preparation. 

PRECAUTIONS General Systemic absorption of topical corticosteroids has 
produced reversible HPA axis suppression, manifestations of Cushing's syndrome, 
hypergiycernia, and glucosuria in some patients. 

Conditions.which augment systemic absorption include the application of the 
More potent corticosteroids, use over large surface areas, prolonged use, and the 
addition of occlusive dressings. See DOSAGE AND ADMINISTRATION 
section.) 

Therefore, patients receiving a large dose of a potent topical steroid applied to a 
large surface area should be evaluated periodically for evidence of HPA axis suppres 
sion by using the urinary free cortisol and ACTH stimulation tests. If HPA axis sup- 
pression is noted, an attempt should be made to withdraw the drug. to reduce the 
frequency of application, or to substitute a less potent steroid 

Recovery of HPA axis function is generally prompt and complete upon discantinu- 
ation of the drug. infrequently, signs and symptoms of steroid withdrawal may Occur, 
requiring supplemental systemic corticosteroids. 

Children may absorb proportionally larger amounts of topical corticosteroids and 
thus be more susceptible to systemic toxicity. (See PRECAUTIONS — Pediatric 
Use.) if irritation develops, topical corticosteroids should be discontinued and 
appropriate therapy instituted 

İn the presence of dermatological infections, the use of an appropriate antifungal 
orantibacterial agent should be instituted. If a favorable response does nat occur 
promptly, the corticosteroid should be discontinued unti the infection has been ade- 
Quately contotled 

Carcinogenesis, Mutagenesis, and impairment of Fertility Long-term 
animal studies have not been performed to evaluate the carcinogenic potentiai or 
the effect on fertility of topically applied corticosteroids 

Studies to determine mutagenicity with prednisolone have revealed negative 
fesulis, 





ney Category C Corticosteroids are generally teratogenic in laboratory 
animals when administered systemically at relatively low dosage levels, The more 
potent corticosteroids have been shown to be teratogenic after dermal application in 
laboratory animals, There are no adequate and well-controlled studies of the terato- 
genic effects of topicaliy applied corticosteroids in pregnant women. Therefore, topi- 
cal corticosteroids should be used during pregnancy only if the potential benefit 
justifies the potential risk to the fetus. Drugs of this Class should not be used exten- 
sively on pregnant patients, in large amounts, or for prolonged periods of ime 

Nursing Mothers it is not known whether topical administration of corticoste- 
roids could result in sufficient systemic absorption to produce detectable quantities 
its breast miik. Systernicatly administered corticosteroids are secreted into breast mülk 
in quantities not likely to have a deleterious effect on the infant. Nevertheless. cau- 
tion should be exercised when topical corticosteroids are prescribed for a nursing 
woman, 

Pedlatric Use Use of DIPROLENE Ointment in children under 12 years is not 
recommended 

Pediatric patients may demonstrate greater susceplibility to topical comicosteroid- 
induced HPA axis suppression and Cushings syndrome than mature patients 
because of a larger skin surface area to body weight ratio 

Hypothalamic-pituitary-adrena! [HPA] axis suppression, Cushings syndrome, and 
intracranial hypertension have been reported in children receiving topical corticoste- 
roids, Manifestations of adrenal suppression in children include linear growth 
retərdation, delayed weight gain, low plasma cortisol levels, and absence of 
response to ACTH stimulation. Manifestations of intracranial hypertension include 
bulging fontanelles, headaches, and bilateral papiiedema. K 

Administration of topical corücosteroids to children should be limited to the least 
amount compatible with an effective therapeutic regimen. Chronic corticosteroid 
therapy may interfere with the growth and development of children 
ADVERSE REACTIONS The local adverse reactions that were reported with 
DIPROLENE Ointment during clinical studies are as follows: folliculitis, 2 per 500 
patients; erythema, 2 per 500 patients; pruritus, | per 500 patients: vesiculation, 

t per $00 patients. 

The following local adverse reactions are reported infrequently when topical corti- 
costeroids are used as recommended. These reactions are listed in an approximate 
decreasing order of occurrence: burning, itching, irritation, dryness, folliculitis, hyper- 
tichosis, acneiform eruptions, hypopigmentation, perioral dermatitis, allergic contact 
dermatitis, maceration of the skin, secondary infection, skin atrophy. striae, miliaria. 
OVERDOSAGE Topically applied corticosteroids can be absorbed in sufficient 
amounts to produce systemic effects. (See PRECAUTIONS } 


DOSAGE AND ADMINISTRATION = Apply a thin film of DİPROLENE Oint- 
ment tothe affected skin areas twice daily once in the morning and once at night 
Amounts greater thari 45 g per week should not be used. 

DIPROLENE Ointment is not to be used with occlusive dressings. 
HOW SUPPLIED DİPROLENE Ointment 0.05% is supplied in 15-İNDC 0085- 
0575-02}, and 45-gram [NOC 0085-0575-03) tubes; boxes of one. 


Store between 2° and 30° C (36° and 86°F}. 
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Reference 1, Cornell RC, Stoughton RB: Topical corticosteroids, in 
. kH, Maibach H {eds}: Psoriasis. New York, Marcel Dekker, 1985, 
pp 337-362. 
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Open your eyes and see just 
how many subjects are cov- 
ered in the new edition of the 
Consumer Information 
Catalog. It’s free just for the 
asking and so are nearly half 
of the 200 federal publications 
described inside. Booklets on 
subjects like financial and 
career planning; eating right, 
exercising, and staying 
healthy; housing and child 
care; federal benefit pro- 
grams. Just about everything 
you would need to know. Write 
today. We'll send you the 
latest edition of the Consumer 
Information Catalog, which is 
updated and published quar- 
terly. It'll be a great help, you'll 
see. Just write: 


Consumer 
Information Center 
Department TD 
Pueblo, Colorado 81009 


A public service of this publication and the 
Consumer information Center of the 
US, General Services Administration 
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What Are Adequate Treatment 


and Follow-up Care for 


Nonmelanoma Cutaneous Cancer? 


Deri“ occasional case reports, metastases from 
basal cell carcinomas (BCCs) are exceedingly 
rare; the morbidity and mortality they cause is 
generally the result of direct extension of the cancer 
into adjacent structures.” If a BCC is left untreated 
or inadequately treated, this characteristic indolent 
growth pattern permits it to erode large areas of 
tissue before causing death. Thus, in the not-too- 
distant past, it was not uncommon for a BCC to 
destroy the whole side of the face, leaving the inside 
of the mouth visible through what had formerly been 
the cheek. Such lesions were called “rodent ulcers,” 
because they looked as if a rat had gnawed a hole. 
Nonetheless, both the public and the medical profes- 
sion had little awareness of the dangers of such 
lesions; therefore, they often went unrecognized or 
untreated for long periods of time and were usually 
presented for treatment at advanced stages. 


See also pp 340, 376, and 379. 





We are largely overcoming this great problem of 
the past. Thanks in part to recent efforts by the 
American Academy of Dermatology, the public is 
much more alert to the dangers of skin cancer, and 
patients and their families are much more likely to 
recognize potential skin cancers and to seek medical 
care for them. Consequently, most cutaneous malig- 
nancies are treated early in their development. 

The very success of these efforts to educate the 
- public, which immeasurably increase the success of 

skin cancer treatment, presents a new set of prob- 
lems. Now we need better guidelines for the manage- 
ment of smaller, earlier cancers, such as definition of 
the necessary margins for their excision and the 
duration and nature of follow-up treatment after 
removal of the initial lesion. Three articles in this 
issue of the ARCHIVES cast light on these ques- 
tions.“ 

Two of these articles bear on what surgical tech- 
niques are appropriate treatment of the BCC.” Ros- 
en”s” article reminds us of the aggressive nature of 
some BCCs and the need to consider carefully the 

consequences of potentially incomplete excision of 


~ the BCC. It reports four cases of periorbital BCC, all 
-of 


which were incompletely resected on the first 
att mpe The —oqka tumor thus gained time for 
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further growth and invasion, making necessary the 
composite craniofacial orbitectomies. 

As Rosen’s report demonstrates, the physician __ 
performing the initial resection must be alert to 
warning signals, such as anatomic location (eg, the 
medial canthus) and tumor type (eg, morphealike _ 
BCC), that suggest an unusually aggressive BCC. 
This report also highlights the need to evaluate the 
morbidity that will result if the resection is incom- 
plete. Here, ablative craniofacial surgery with orbit- 
al exenteration was necessary to attempt a cure of 
the potentially life-threatening recurrent aggressive 
tumor. Patients with tumors of the medial canthus 
cannot afford the unnecessary risks of incomplete 
excision, so the report underscores the recommenda- 
tion that all primary tumors of the medial canthus 
be resected by Mohs’ micrographic surgery, which 
offers the best chance of a complete cure. 

The same considerations call into question a body 
of surgical literature regarding management of 
patients whose BCC a pathologist finds, on review of 
the permanent histologic sections, to have been 
incompletely excised. The generally accepted 
approach in the surgical literature is that a positive- 
margin tumor site should be observed at intervals 
rather than reexcised.”"" The surgical “watchful- 
waiting” in the face of positive margins on the = 
excisional specimen is based on the presumed ability. 
to treat any recurrence with a massive surgical. 
ablative procedure. In additipn, the surgical litera- 
ture contains a few series of cases in which only one 
third of BCCs excised with positive margins reported. 
by the pathologist recurred during a follow-up period = 
of three to five years. However, this approach  __ 
ignores the morbidity of the consequences of resec- 
tion of a recurrent BCC, which, as we have just seen, 
is a critical factor in some anatomic locations. Of 
course, the whole conundrum could be avoided if 
adequate frozen sections were prepared and exam- 
ined at the time of the initial resection, in the | 
manner of the Mohs technique. 

The article by Wolf and Zitelli’ offers valuable 
insights into the appropriate margins of healthy 
tissue that should be excised with a primary BCC. 
Currently, surgical recommendations call for 2- to. 
5-mm margins.” While the margins of a BCC — 
located on severely actinically damaged skin are © 
diffuse,” empirical data such as that developed by | 


























331 






Editorials . 

















































excision of a primary BCC with well-defined mar- 
gins. They studied BCCs less than 2 em in diameter 
“and proposed excisional margins of 4 mm around the 
tumor in most cases, finding that, in their experi- 
ence, 98% of the tumors were cured with such 
margins. In addition to considering the size of the 
primary tumor, we must also consider whether it is 
“of the nodular, superficial, morphealike, cystic, or 
metatypical pathologic type of BCC, and its anatomic 
location, when we try to predict its biologic behavior 
and potential for invasion. In locations with demon- 
strated high risk of recurrence following excisional 
surgery, such as the eyelids, canthi, pinnae, nasola- 
_ bial folds, and alae nasi, it is not recommended that a 
4-mm margin be utilized but rather that the precise 
and careful control afforded by Mohs micrographic 
surgery should be utilized. In addition, the 4-mm 
margin may not be adequate for morphealike BCC. 
Because of the high rates of recurrence in the 
- morpheaform type of BCC, Salasche and Amonette” 
studied a series of cases to determine subclinical 
extensions beyond poorly delineated clinical borders. 
They found that the average subclinical extensions 
were 7.2 mm beyond their clinically estimated bor- 
ders. This average was derived from many lesions of 
varying durations and different anatomic sites. 
‘Thus, morphealike BCC is another indication for 
“using Mohs micrographic surgery rather than rely- 
‘ing on customary clinical margins. 
Of course, initial excision of the tumor is only the 
beginning of the necessary treatment. Proper follow- 
up to detect any recurrences is also essential. The 
need for such follow-up raises many questions. How 
long a follow-up period is necessary? What consti- 
tutes adequate follow-up? In particular, are clinical 
inspection and palpation sufficient methods to detect 
` recurrences, or is it necessary to perform a biopsy on 
seemingly normal-appearing skin? The case report 
by Archer et al" challenges us to reconsider these 
questions and reminds us of the need to evaluate 
them separately for each type of cutaneous neo- 
plasm, in light of its particular biologic behavior, 
rather than relying on the five-year survival period 
traditionally used to indicate the cure rate for inter- 
nal cancers such as breast carcinoma and colon 
cancer. 
— Archer and colleagues describe a case of spontane- 

ous regression of perianal extramammary Paget’s 
disease. Such spontaneous partial or complete 
regression of malignant neoplasms and/or changes 
in their adjacent stroma are not exceptional.” The 

: possibility and consequences of such regressions 
must be considered along with other biologic charac- 
_ teristics in evaluating the proper follow-up for a 
— given type of tumor. In particular, the BCC grows 
slowly and may proceed by successive spurts of 
extension of tumor and partial regression.* The 
indolent growth pattern of the BCC requires longer 
periods of follow-up to obtain accurate figures show- 
ing the recurrence rate of this type of tumor. Extra- 
. mammary Paget’s disease is also a slow-growing 
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Wolf and Zitelli could offer guidance for proper cancer, which probably requires more than five years 


of follow-up before the patient can be pronounced 
cured. Perhaps, in light of the slow growth of these 
tumors, ten years of follow-up examination is more 
reasonable. 

The work of Jones et al” provides insight into the 
need to perform biopsies on normal-appearing skin 
in follow-up examinations of patients who have 
extramammary Paget’s disease. The article by 
Archer and colleagues stresses the initial banal 
clinical appearance that is suggestive of lichen sim- 
plex, thus indirectly giving further support to the 
need to perform biopsy on seemingly clinically 
benign skin during the follow-up period. With the 
possible grave outlook of developing adenocarcinoma 
of the rectum and breast in patients with perianal 
extramammary Paget’s disease,” the follow-up must 
be close and frequent. This admonition may mean 
different things to different clinicians and is part of 
the art of medicine. It certainly is not well defined by 
clinical studies. It might mean performing biopsies 
on skin and visual inspection by a physician every 
two to four months, which could reasonably be 
accompanied by obtaining a stool sample for occult 
blood examination every two to four months and by 
performing a sigmoidoscopic examination once a 
year. The patient should perform self-examination of 
the breasts every month, and the physician should 
perform manual breast examination at every office 
visit. A routine baseline mammogram and a repeated 
test once a year are additional guidelines for man- 
agement. Certainly, the spontaneous regression 
described in the article by Archer and colleagues 
should not preclude adequate follow-up care for 
patients with perianal extramammary Paget’s dis- 
ease. 

Other important factors in maintaining proper 
follow-up are defining a schedule for reexamination, 
communicating it to the patient, and motivating the 
patient to observe it. Too often, a busy doctor in an 
attempt to reassure an anxious patient says, “That is 
a little skin cancer that can be taken off now. Come 
back if it gives you any trouble.” This implies a lack 
of concern to the patient, who is not properly 
informed of the potential morbidity of the disease 
and does not know how to observe it or when to 
return for a visit. The only way to monitor the 
efficacy of a treatment modality, whether it be 
ablative craniofacial surgery, 4-mm margins for 
surgical excision, or electrodesiccation and curet- 
tage, is to have routine continuing appointments 
with the patients to examine them for recurrence of 
disease. 

An additional reason for maintaining follow-up is 
that the patient who once develops a skin cancer is at 
increased risk of developing additional ones. In a 
recent study of a series of patients who had one BCC, 
36% of patients developed a second BCC during the 
five years following treatment of the first.” In 
another series of patients, 41% of those who had two 
or more previous skin cancers developed another 
BCC.” The majority of these new skin cancers were 
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would prevent needless disfigurement caused by 
continued growth of the tumor and delay in treat- 
ment. 
_. The physician’s goal must be to provide careful 
_ follow-up by performing clinical inspection of the 
total body skin surface and a biopsy to confirm the 
— ¢linieal diagnosis in those patients who already have 
——.a BCC. Performing inspections at six-month inter- 
— vals during the first two years and then yearly for 
five years will enable the detection of recurrences of 
previously treated BCCs and new primary BCCs 
while they are small enough to remove without 
significant cosmetic loss. 
JUNE K. Ropinson, MD 
Departments of Dermatology and Surgery 
Northwestern University Medical School 
303 E Chicago Ave 
Chicago, IL 60611 
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Malignant Pyoderma 


Lumpers vs Splitters 





I 1930, Brunsting et al” first described the clinical 
entity of pyoderma gangrenosum (PG) with a 
report of five cases. Four of these patients had 
associated ulcerative colitis and the fifth had empy- 











See also p 371. 





ema. In PG the primary skin lesions are often sterile 
pustules, but vesicles, bullae, nodules, or plaques 
precede the typical ulcerations; conversely, pri- 


sions may be absent altogether or ulcers may 
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: “unsuspected by the patient. Early detection of BCC _ 


Pyoderma Gangrenosum vs 
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follow trauma (pathergy), as noted in four of the — 
original five patients.’ Single or usually multiple 
ulcerations of variable size rapidly supersede the; 
early lesions and may enlarge slowly or rapidly. 
Their borders are sharply defined, serpiginous, and — 
often edematous, violaceous, and extensively under- _ 
mined. The ulcer margins may be studded with — 
pustules or vesicles and are surrounded by an ery- 
thematous zone. The ulcer base is purulent, exuda-. 
tive, and covered with debris and granulation tissue. - 
Cribriform scarring is a frequent feature of healed 
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lesions. By far, the most commonly affected skin 
-sites are on the lower parts of the legs. Approximate- 
ly 50% of patients have a variety of associated 
disorders, with inflammatory bowel disease—chron- 
- ie ulcerative colitis and Crohn’s disease—oceurring 
most commonly. 

In 1968, Perry et al” described three patients with a 
disorder they termed malignant pyoderma (MP). The 


-ulcerative disease was claimed to be distinct from PG 


< because it was atypically localized to the head, neck, 
and upper part of the trunk, was rapidly progressive 
and potentially lethal (two of the three patients later 
died), and occurred in the absence of associated 
systemic disorders. It was later emphasized that 
additional features included a lack of both under- 
mining and peripheral erythema under and around 
the ulcer margins. In the intervening years, ten 
eases of this disorder have been reported to my 
knowledge, the most recent in 1985.“ 

The existence of MP as an individual entity has 
been controversial from the beginning. In 1931, a 
28-year-old woman with known chronic ulcerative 
colitis was described as having severe pustular and 
ulcerative lesions confined to the face and neck; a 
diagnosis of PG was made.” Also, in the discussion 
that followed the initial oral presentation of MP asa 
separate entity (included in reference 2), three indi- 
viduals suggested the diagnosis of PG, and two 
others recommended treatment trials with sulfones 
or sulfapyridine. In a subsequent and similar case, a 
16-year-old boy with ulcerative colitis was described 
as having facial pustular and ulcerative lesions, 
associated with involvement of the trunk and lower 
extremities. In this case, too, a diagnosis of PG was 
made.’ The next two cases reported were respectively 
labeled as “a variant of pyoderma gangrenosum”" 
and an “abnormal manifestation of pyoderma gan- 
grenosum.” The latter patient responded completely 
to treatment with dapsone (200 mg administered 
orally once a day) and local triamcinolone injections. 
A subsequent report of two additional cases empha- 
sized the fact that neurologic deficits had character- 
ized four of the patients with MP described to date, 
suggesting an associatjon with more rapidly progres- 
sive and serious disease.” One of these latter patients 
(patient 1) had been referred to the authors with the 
diagnosis of atypical PG, and the other had partially 
responded at one time to treatment with dapsone 
alone.” Last year, Snyder” reported that six of 25 

consecutive patients with PG had had involvement of 
-the head and neck, and questioned whether MP is an 
entity distinct from PG." In this issue of the 
ARCHIVES, Wernikoff et al” describe a patient with 
undermined ulcers principally affecting the face and 


_ neck, and conclude that PG and MP are probably 


identical disorders.” This viewpoint is well supported 
“by careful analysis of the reported cases of MP. 

— Tt has long been recognized that PG may involve 

any part of the body surface; head, neck, and/or 

upper truncal involvement with pustules and/or 

ulcerations was noted in four of the five original 

cases reported by Brunsting et al' (cases 2 through 5). 
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Primary pustular lesions are exceedingly common in 

both diseases, and histopathologic findings -of 
abscess formation with massive accumulation of 
polymorphonuclear leukocytes (PMNs) may charac- 
terize cases of both conditions. Pathergy is another 
feature common to PG and MP. Despite contrary 
claims, ulcers in both disorders may be undermined, 
have violaceous borders, or be surrounded by a zone 
of erythema. Six of ten patients with MP demon- 
strated some of these changes, including patients 1 
and 2 of the original group of patients with MP? 
Conversely, of course, early superficial lesions of PG, 
or rapidly evolving “punched-out” lesions, may lack 
the usual uleer margin features. Both PG and MP 
may heal with cribriform scarring. The absence of 
associated systemic disease in patients with MP was 
stressed at a time (1968) when the vast majority of 
patients with PG were still thought to have accom- 
panying systemic disorders. Yet several patients 
with common findings, reported as either MP or PG, 
had chronic ulcerative colitis. Patient 3 in the initial 
report on MP may have had Wegener’s granulomato- 
sis.? Another patient with MP had diabetes mellitus 
and had undergone thyroidectomy for carcinoma.’ 
Also, we know now that up to 50% or more of 
patients currently diagnosed as having PG may have 
no associated underlying disorder. Both PG and MP 
respond to adrenal steroid therapy, usually in mod- 
erate to high doses, and to sulfones, sulfapyridine, or 
sulfasalazine, alone or as ancillary therapy with 
prednisone. Two patients with MP responded well to 
prednisone and clofazamine or to clofazamine 
alone.”" The latter drug has also been effective in the 
treatment of some cases of PG.” Few patients diag- 
nosed as having MP have undergone studies that 
were thorough enough to determine whether any of 
the immunologic abnormalities that may character- 
ize PG" were present. When found, these immuno- 
logic abnormalities are, of course, highly varied and 
nondiagnostic; in many patients, moreover, they are 
absent. It is of interest, though, that one patient with 
MP (patient 1)” had the same findings on direct 
immunofluorescence microscopy that have been 
noted in PG (deposition of IgM, C3, and fibrin about 
the vessels).” Another patient with MP had elevated 
levels of IgG and IgA, associated with anergy on skin 
testing, abnormalities often previously noted in 
patients with PG. Although a literature survey 
described neurologic deficits in four of the seven 
previously reported cases of MP as possibly charac- 
terizing a worse disease prognosis,” these symptoms 
are difficult to document as unique features of MP. 
Neurologic findings,” described for one patient (pa- 
tient 1)” are nowhere included in the original case 
report. Those given for another patient (patient 2)” 
almost certainly reflect an unrelated condition of the 
central nervous system (vasculitis or thrombosis), as 
the authors themselves noted. The remaining two 
patients had transient cranial nerve palsies, a condi- 
tion from which they largely recovered. It is not clear 
that these were in any way related to the anatomic 
sites of cutaneous lesions (ie, secondary to tissue 
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destruction). Furthermore, one of these patients 
(patient 3)” had undergone three surgical procedures 
that had been followed postoperatively by some of 
the cranial nerve symptoms (facial palsy) described. 
Lastly, the term malignant had originally been used 
to convey a particularly poor prognosis for MP, and 
two of the original three patients subsequently died 
(patients 1 and 3).? However, one patient had ulti- 
mately fatal hypertension and the other had clinical- 
ly diagnosed, but pathologically unverified, Wegen- 
er’s granulomatosis. Both deaths, then, were almost 
certainly unrelated to the patient’s dermatosis. To 
my knowledge, there have been no documented fatal- 
ities in other reported cases of MP. All of these 
various observations taken together, then, strongly 
support the contention that PG and MP are, in fact, 
the same disorder. 

In general, despite extensive study,“ PG remains a 
disease of puzzling pathogenesis that may present 
major treatment challenges. Several aspects of this 
disorder have been investigated further and have 
received renewed emphasis in the last few years 
(1982 to 1985). Although no single immunologic 
defect or group of defects has been uniformly found 
in patients with PG, multiple abnormalities of 
humoral immunity, cell-mediated immunity, and 
neutrophil chemotaxis and phagocytosis have been 
reported previously. The most frequent finding has 
been a monoclonal or polyclonal increase in circulat- 
ing immunoglobulins. These compounds have been 
postulated to affect neutrophil functions; IgA in 
multiple myeloma patients, for example, is known to 
impair neutrophil chemotaxis in vitro." However, 
hypogammaglobulinemia has also been occasionally 
noted in patients with PG, especially children. The 
first case of PG with a selective IgA deficiency 
inherited as an autosomal dominant trait was 
recently reported in a 4-year-old girl.” At least three 
previous cases of PG in children with congenital 
hypogammaglobulinemia have also been recorded." 
Monocytes may show defective phagocytosis or che- 
motaxis in PG, too. In one patient, defective mono- 
cyte phagocytosis was linked to an IgG paraprotein, 
which also inhibited Fe-dependent monocyte phago- 
eytosis in monocytes obtained from normal individu- 
als.” Melphalan therapy reduced the paraprotein 
level and normalized monocyte function.” The rela- 
tionships between functionally defective monocytes, 
which give rise to tissue macrophages, and abnormal 
tissue responses to injury or immunoreactants may 
reflect intriguing links in the pathogenesis of PG to 
functional or immunologic defects at the cellular 
level. Elevations in serum complement levels and 
activity and persistent increases in C-reactive pro- 
tein levels have also been noted in one patient with 
PG.” In a recent study of 51 cases of PG, 31 patients 
were found to have positive direct immunofluores- 
cence microscopy findings on biopsy specimens 
obtained from the peripheral erythematous zones of 


a active ulcers.” The most frequent pattern was that of 


a _ perivascular or intravascular deposition of immune 
reactants, noted in 27 patients. IgM and C3, usually 
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seen with fibrin, were the most common reactants 
found. In some cases, immune reactants were also 


found at the dermoepidermal junction, with or with- 


out accompanying vascular deposition." The signifi- 
cance of these findings for disease pathogenesis 
remains to be elucidated. 


From the time of its first description, PG has been a 


found to be associated with a wide variety of system- 
ic, usually debilitating, diseases in a currently esti- 
mated incidence of approximately 50% of cases. 
Chronic ulcerative colitis, Crohn’s disease, certain 


forms of arthritis, and myeloproliferative disorders 


are most commonly encountered. A wide variety of 
miscellaneous accompanying disorders has also been 
recorded. In some instances (hematologic malignan- 
cies and chronic active hepatitis), the number of 
cases seen leave little doubt of significant association 
with PG; in others (diabetes and thyroid disorders), 
concomitant cases have been rare and may well be 
coincidental. In addition to the well-known associa- 
tion with chronic active hepatitis, two cases of PG 
have been reported in patients with chronic persis- 
tent hepatitis."” Chronic persistent hepatitis may 
follow hepatitis B or non-A non-B virus infection, or 
certain nonviral infections and infestations. 
Although there is less support for an autoimmune 
pathogenesis for chronic persistent hepatitis than 
for chronic active hepatitis, it is of interest that the 
former disorder may accompany chronic ulcerative 
colitis or Crohn’s disease. The development of PG in 
a patient with primary biliary cirrhosis, a condition 
well known to be associated with alterations in 
delayed hypersensitivity and complement metabo- 
lism, was also recently described.” Striking increases 
in the numbers of patients with Crohn’s disease and | 
PG have been noted, with reports of eight and 14 
cases in two large series.” The association is less 
common in patients with Crohn’s disease limited to 
the small intestine or colon, usually occurring in 
patients with combined small- and large-bowel 
involvement.” Most of these latter cases show other 
extraintestinal manifestations affecting the skin, 
joint, eyes, and oral cavity. Parastomal PG in 


patients with Crohn’s disease, has been recognized as - — 


a special problem,” and in a case I recently observed, 
it appeared that even minor trauma (pathergy) at- 
the ileostomy site contributed to the persistence and 
extension of ulceration. The histopathologic finding 
of PMN accumulation in lesions of PG and favorable 
responses of the disease to dapsone, sulfasalazine, 
and sulfapyridine therapy have long raised the ques- 
tion of association with other disorders character- 
ized by PMN infiltration of skin. Concomitant or 
sequential Sweet’s syndrome and PG have been 
described in patients with certain hematologic disor- 
ders and chronic ulcerative colitis.”” Both skin con- 
ditions are characterized by immunologic abnormal- 
ities, pathergy, and response to sulfones and immu- 
nosuppressive therapy. Further associations with 
neutrophilic dermatoses have been recorded in cases 
of subcorneal pustular dermatosis (a disorder also 
featured by IgA paraproteinemia)” and in additional 
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lesions, and some patients have had accompanying 
rheumatoid arthritis. Initial associations of PG have 
been reported with primary thrombocythemia” and 
sarcoidosis,“ a disease that shares findings of 
` impaired leukocyte function and defective cell-medi- 
“ated immunity with PG. 

Several therapeutic approaches to PG are benefi- 
cial, but treatment efficacy remains difficult to 


< evaluate in a disease where the pathogenesis is 


unknown, the clinical course is unpredictable, and 
- disease activity may reflect the vicissitudes of asso- 
ciated underlying disorders. Nonetheless, the effec- 
tive treatment of accompanying systemic disease, 
certain local measures, topical and systemic antibi- 
otie therapy for lesional infection, therapy with 
systemic agents useful in neutrophilic diseases, and 
anti-inflammatory and immunosuppressive therapy, 
` usually in various combinations, have been beneficial 
in most patients.“ Several recent reports have con- 
firmed the effectiveness of certain older treatment 
approaches or demonstrated the efficacy—usually in 
single cases—of newer agents or techniques. The 
~ successful use of intralesional triamcinolone injec- 
- tions, first reported 20 years ago,” has been reported 
in still another case.” Injections of triamcinolone 
into and under the advancing ulcer margins and/or 
< into the ulcer bases have been used. Additional cases 
have been similarly treated in patients receiving 
systemic adrenal steroids as well, with claimed 
enhanced treatment results.” Beneficial effects of 
topical 2% disodium cromoglycate solution (a com- 
pound inhibiting histamine release from sensitized 
mast cells) have been reported in a second case, but 
the patient in that case was also receiving sulfasala- 
gine and prednisone therapy.” Treatment with 
hyperbaric oxygen, previously used locally for PG 
= ulcers,” has been advocated again with the use of the 

simplified technique employing a polyethylene bag, 
wrapped around affected skin sites, and a piped 
- oxygen supply.” This method has been effective for 
treating chronic ulcers of diverse origin, and we have 
— also had some success with it in the treatment of PG 
- lesions. Single cases of PG have also been claimed to 


-respond well to plasmapheresis” and to thalidomide 


therapy." Recently, emphasis has been placed on the 
superior effectiveness of proctocolectomy rather 
than colectomy for disease control in severe intract- 
able cases of PG in patients with chronic ulcerative 
- colitis.” Although this claim is supported by clinical 
observations after successive surgical procedures in 
the same patient (colectomy, then excision of the 
— rectal stump), proctocolectomy is not uniformly suc- 
: cessful and may be impossible to perform in some 

- patients with Crohn’s disease. Immunologic agents, 
-such as azathioprine, melphalan, and cyclophospha- 
mide, have been successfully employed to treat PG, 
usually in association with systemic, principally 
myeloproliferative disease. Only rarely have these 
agents been used in idiopathic PG. A second patient 
¿with a severe case of idiopathic disease, responding 
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cases of leukocytoclastic vaseulitis." The vascular 
changes may be found histologically in the PG 





a 54-year remission without further therapy before 
developing recurrent PG.* A patient with chronic 
PG, previously treated with methotrexate, azathio- 
prine, and cyclophosphamide with indifferent 
results, received cyclosporine with complete healing 
within four months.“ This newer drug, which has 
been used to treat psoriasis, Sezary syndrome, and 
several other dermatologic disorders, has numerous 
cellular effects, acting particularly on T-lympho- 
cytes and their precursors by affecting production 
and response of these cells to interleukin 1 and 
interleukin 2. Such treatment must still be consid- 
ered highly experimental, however, and numerous 
drug side effects, especially nephrotoxicity and occa- 
sional irreversible nephropathy, have been re- 
ported. 

Overall, PG remains a clinically well-recognized 
disease of poorly understood pathogenesis. A wide 
variety of laboratory abnormalities, especially 
immunologic, are found, but these are not uniform 
enough to identify specific pathogenetic defects. 
Whether single or multiple pathomechanisms exist 
in PG is unclear. Treatment, although often effec- 
tive, is largely empiric and suppressive only; the 
patient with chronic relapsing disease presents espe- 
cially difficult management problems. The further 
definition of certain disease characteristics, together 
with some advances in treatment methods reported 
in recent years, may provide more satisfactory solu- 
tions to pathogenetic and therapeutic problems in 
the future. 

FREDERICK D. Makinson, MD, DMD 
Department of Dermatology 
Rush-Presbyterian-St Luke’s Medical Center 
1753 W Congress Pkwy 

Chicago, IL 60612 
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Recent Clinical Advances in Knowledge of the 
Nonleprous Environmental Mycobacteria 
Responsible for Cutaneous Disease 





P my day, no topic was more deadly or more certain 
of putting house staff to sleep than talks on the 
classification of the environmental (formerly atypi- 
cal) mycobacteria. Those students who managed to 
stay awake were left to ponder a confusing array of 
organisms of little importance to the average clini- 


See also p 369. 











cian. Fortunately for the practicing clinician and the 
academician, the need to remember the basics of this 
_ sehema are probably less than they were then. 

. Unfortunately, however, the organisms themselves 
unquestionably become much more important 
nd mün more commonly recognized as agents of 
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human disease. Knowledge of disease patterns, tax- ` 
onomy, and drugs for therapy of the nonleprous — 
cutaneous mycobacteria have all changed signifi- : 
cantly in the last few years. 

The group of organisms that have undergone the 
greatest change has been the rapidly growing myco- 
bacteria. These organisms are, by definition, orga- 
nisms that grow to visible colony size in less than 
seven days. There are probably hundreds of species- 
in the environment but, fortunately, virulence to- 
man has been limited to the Mycobacterium forte 
itum complex. 5 

The taxonomy of this group has become more 
complex, with the two species in this complex (M . 
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fortuitum and Mycobacterium chelonae) now being 
divided into five subgroups (M fortuitum biovariant 
fortuitum, biovariant peregrinum, and an unnamed 
“third biovariant complex”; and M chelonae subspe- 
cies abscessus and subspecies chelonae).' Clinical dis- 
ease caused by the different subgroups is indistin- 
guishable. However, certain disease states are asso- 
ciated with a preponderance of one group (eg, more 
than 90% of pulmonary disease is due to M chelonae 
subspecies abscessus),’ and there is a marked differ- 
ence between the subgroups in their antimicrobial 
susceptibility patterns (eg, all isolates of the third 
biovariant complex are resistant to doxycycline hy- 
drochloride and minocycline hydrochloride while ap- 
proximately 50% of isolates belonging to the other 
two biovariants of M fortuitum are susceptible). Be- 
cause of differences in DNA homology, it is assumed 
that, eventually, all of these subgroups will attain 
species status. Currently, however, only the Centers 
for Disease Control, Atlanta, provides routine sub- 
group identification, and most authors feel that for 
routine clinical cases this information is not es- 
sential. An additional taxonomic change has been in 
the spelling of M chelonae, which was formerly M 
chelonei. 

The rapidly growing mycobacteria are not fastidi- 
ous, and both M chelonae and M fortuitum grow well 
on blood or chocolate agar. As many as 50% of the 
cases of clinical disease are unsuspected, with 
growth on routine media providing the initial suspi- 
cion that a mycobacterial disease is involved. 

There are several good recent reviews of the 
spectrum of disease and results of drug therapy for 
these organisms,’ and there has been at least one 
recent description of disease due to these organisms 
presented in the ARCHIVES.’ The majority of clinical 
disease encountered by the dermatologist is post- 
traumatic, with the major keys to diagnosis being a 
history of trauma and the usual incubation period of 
three to four weeks between initial injury and the 
onset of symptomatic disease. 

One of the greatest increases in knowledge for 
these organisms is our knowledge of their drug 
susceptibility patterns. Because of marked differ- 
ences between species and subgroups in resistance to 
traditional antibiotic therapy,’ susceptibility testing 
of all clinically significant isolates by a reliable 
laboratory is essential. All subgroups are susceptible 
to amikacin sulfate, but susceptibility to orally 
administered drugs including doxycycline and mino- 
cycline, erythromycin, the sulfonamides, and the 
quinolones is variable. Approximately 80% of the 
isolates of M chelonae subspecies abscessus are resis- 
tant to all orally administered therapeutic agents,’ 
while the remaining subgroups are susceptible to one 
or several potential therapeutic agents. Traditional 
tuberculosis drug therapy, such as rifampin and 
isoniazid, are useless against these organisms. For 
the specifics of recommended drug dosages, the 
duration of therapy, and anticipated results with 
drug treatment of nonpulmonary infections due to 
the rapidly growing mycobacterium, the reader 
should consult the literature.‘ 
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Fig 1.—Localized infection of lower leg due to Mycobacterium 
fortuitum following puncture wound injury due to century plant 
thorn. Young woman was otherwise completely healthy, and 
there was no evidence for infection at other sites. 





Fig 2.—Disseminated cutaneous mycobacterial infection of 
type seen in immunocompromised individual. Hundreds of 
almost confluent lesions are present over inner thigh, some of 
which have ulcerated. This infection was due to Mycobacterium 
marinum and occurred in young male patient with severe 
juvenile rheumatoid arthritis on high-dose corticosteroid thera- 
py. 


Mycobacterium marinum is probably the best 
known of the cutaneous mycobacteria. Clinical suspi- 
cion of this organism, other than the physical 
appearance and location of the skin lesions it 
produces, depends almost exclusively on obtaining a 
good patient history, as almost all patients will have 
a history of saltwater- or freshwater-related injury 
or will have a fish tank that they clean or handle. An 
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i | review of aquarium-borne M marinu 
disease was provided by Huminer et al" in a recent 
issue of the ARCHIVES. The major recent advance in 
: -curing disease due to M marinum infection has been 
in the field of drug therapy. Minocycline hydrochlo- 
ride and doxycycline hydrochloride therapies in high 
< doses (usually 200 mg/d), the combination therapy of 
sulfamethoxazole and trimethoprim, and the combi- 
nation therapy of rifampin and ethambutol hydro- 
chloride have all proved efficacious in the majority 
of cases in which these modes of therapy have been 
used. There are case reports of poor clinical 
responses to all of these drug therapies, however, 
with apparent good response when treatment was 
switched to another agent or combination of agents. 
By susceptibility testing, all isolates are susceptible 
to clinically achievable concentrations of these 
agents, and we have been unable to document drug 
resistance in a number of cases of clinical failure. 
For these reasons, susceptibility testing of M 
marinum is not necessary at the present time, and 
most cases of treatment failure probably relate to a 
variety of factors other than drug resistance, such as 
need for surgical débridement, poor drug absorption, 
and the like. There currently is no treatment or drug 
therapy of choice for disease due to M marinum, and 
the clinician has a number of therapeutic options 
from which to choose. 

A number of other environmental mycobacteria 
can be responsible for cutaneous disease, as exam- 
pled by the article by Murray-Leisure et al’ on skin 
disease due to Mycobacterium scrofulaceum in this 
_ issue of the ARCHIVES. Organisms that can cause 
disease include Mycobacterium kansasti, Mycobacte- 

rium avium-intracellulare, Mycobacterium haemo- 
philum, and Mycobacterium terrae complex. A 
superb review of all of the nonleprous environmental 
mycobacteria and their associated diseases was pro- 
vided by Wolinsky‘ in 1979 in an article that serves as 
the basic source material for all clinical disease. 
Prediction of the presence of these latter organisms 
is difficult because they occur much less frequently, 
and clinical disease usually occurs following a trau- 
-matie or penetrating injury of the skin. I would 
estimate that 90% of cutaneous mycobacterial dis- 
ease in the Southwestern United States is due to M 
marinum or the rapidly growing mycobacteria, 
although some studies with, probably, more selec- 
tively chosen patient populations have shown differ- 
ent percentages. 

Clinical cutaneous disease with all of these patho- 
gens seems to follow two patterns. In the immuno- 
competent host, a traumatic injury, usually to an 
extremity (or a surgical injury), is followed some 
four to six weeks later by the development of local- 
ized cellulitis or abscess formation. An example due 
to M fortuitum is shown in Fig 1. In the immunocom- 
promised individual, this history of trauma is often 
lacking, and the patient presents with multiple sub- 

-eutaneous nodular lesions that frequently break 
down and drain. It is this form of disease that seems 
to have increased significantly in recent years. 

_ Examples of this pattern of disease in patients on 
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article by Hendrix et al” concerning a patient with M . 
fortuitum infection and the accompanying article by — 
Murray-Leisure et al’ in this issue of the ARCHIVES 
concerning a patient with M scrofulaceum infection: 
Another example of this pattern of disease due to M 
marinum infection is shown in Fig 2. The apparent 
hematogenous spread of the disease can be limited to 

a single extremity with as many as 15 to 20 lesions in 

that one area, or it may involve all four extremities. 
Pulmonary disease or evidence of deep-organ 
involvement is usually lacking. Despite the frequent 
presence of disseminated M avium-intracellulare — 
disease in patients with the acquired immunodefi- __ 
ciency syndrome, cutaneous manifestations of any 
kind have been rare. 

These two patterns of disease are best recognized 
with the rapidly growing mycobacteria, but are seen 
with the other species including M scrofulaceum,’ M 
kansasti, M marinum, and M haemophilum, and 
knowledge of these patterns of disease should help to 
increase clinical recognition of their presence. 

The nonleprous cutaneous mycobacteria are an 
increasingly important group of organisms that have 
been slow to relinquish their secrets of pathogenicity 
and clinical disease. Improvements have been made 
in our ability to treat the diseases caused by these 
mycobacteria, but differences in susceptibility to 
drug regimens between strains of the same species 
and different species demands constant vigilance by 
the physician to recognize where mycobacterial 
organisms are present and by the laboratory to 
provide correct identification and reliable suscepti- 
bility data. 

RICHARD J. WALLACE, JR, MD 

Department of Microbiology 

The University of Texas 
Health Center at Tyler 

Box 2003 

Tyler, TX 75710 
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Surgical Margins for 
Basal Cell Carcinoma 


Daniel J. Wolf, MD, John A. Zitelli, MD 


ə Basal cell carcinomas frequently extend beyond 
their visible borders. Therefore, the goal of surgical 
therapy must be to eradicate both the clinically apparent 
tumor and its microscopic extension into the surrounding 
normal-appearing skin. This entails excising the tumor 
along with a margin of clinically normal skin. Unfortunate- 
‘ly, there is no agreement as to the optimal width of 
- Surgical margins. We therefore studied 117 cases of 
previously untreated, well-demarcated basal cell carcino- 
ma. Prior to excision, the normal-appearing skin sur- 
` founding the tumor was marked in 2-mm increments. The 
tumor was then excised using Mohs micrographic sur- 
gery. The extent of the subclinical tumor invasion was 
Calculated from the presurgical skin markings. For 
tumors with a diameter less than 2 cm, a minimum margin 
of 4 mm was necessary to totally eradicate the tumor in 
more than 95% of cases. 

(Arch Dermatol 1987;123:340-344) 


Surical cure of skin cancer requires the sacrifice 
of normal-appearing skin to eradicate the 
— tumor’s invasion into the surrounding skin.” The 
_ literature is replete with recommendations as to the 
- Necessary surgical margins in the treatment of basal 
cell carcinoma (BCC). For the most part, these 
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recommendations are based on the authors’ retro- 
spective evaluation of the surgical results.”" Unfor- 
_ tunately, few recommendations are founded on a 
direct measurement of the histologic extent of the 
< tumor. 

To date, the most accurate technique of determin- 
-ing the actual extent of skin cancer is through the 
_use of Mohs micrographic surgery. With this modal- 
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ity, a tumor can be completely excised without 
excising more than 1 to 2 mm of normal skin, while 
achieving an overall cure rate of 99% for BCC. This 
makes the Mohs technique an especially appropriate 
tool to use in determining guidelines for the treat- 
ment of skin cancer. Accordingly, several authors 
have utilized this technique to demonstrate the 
microscopic extent of BCCs and to correlate this with 
the clinical extent of the tumors." Two of these 
studies have resulted in specific recommendations 
for surgical margins.” However, the experimental 
design of these studies precludes their being used as 
a basis for guidelines for surgical margins. We 
therefore undertook a study that would yield reliable 
guidelines for margins in the routine surgical treat- 
ment of BCC. 


MATERIALS AND METHODS 
Tumor Selection 


Over a seven-month period, 117 BCCs were selected for 
study from the referrals to the University of Pittsburgh 
Department of Dermatology Cutaneous Surgery Unit. 
Entry into the study was limited to tumors with well- 
defined clinical margins and no history of prior treatment. 
Under bright surgical lighting conditions, the tumors were 
inspected and the skin was stretched and palpated to 
maximize the contrast between the tumor and the sur- 
rounding normal skin. Any ambiguity in the margins, 
discrepancy between tactile and visual cues, or a gradual 
rather than distinct transition between clinically involved 
and uninvolved skin excluded the tumor from the study. 


Determination of Subclinical Tumor Invasion 


Preoperatively, the entire clinical margin of the tumor 
was marked in red ink and its dimensions were measured. 
The surrounding normal skin was marked with gentian 
violet in 2-mm increments in several directions along 
radial lines. These marks were allowed to dry completely. 
The tumor was then excised using Mohs micrographic 
surgery, fresh-tissue technique, as previously described." 
Briefly, the tumor was first debulked. A thin layer of tissue 
was then excised with a 1- to 2-mm margin of normal- 
appearing skin. Horizontal frozen sections of the excised 
tissue were prepared, stained, and examined. Any residual 
tumor noted on microscopic examination was mapped and 
selectively excised. The process was repeated until the 
entire tumor had been eradicated. Postoperatively, the 
lateral extent of subclinical extension of the tumor into 
normal surrounding skin was calculated from the presur- 
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Frequency of Tumors 






gical skin markings. Although the markings were made in 
2-mm increments, the measurement was able to be esti- 
ted to the nearest millimeter. This method insures the 
most accurate measurement, since no compensation needs 
“to be made for wound expansion following tumor excision. 
- The greatest and smallest extents of lateral tumor inva- 
“sion were recorded. 


RESULTS 


Figure 1 demonstrates the distribution of size for 
the 117 tumors. Sixty-two percent of the tumors were 
1 em or less in diameter; only 11 lesions (9%) were 

greater than 2 cm. The greater frequency of smaller 
tumors compared with larger ones was due to the 
tendency of the clinical margins of the larger ones to 
be less distinct. 

The results of measurement of the maximum 
— gubclinical extension of each tumor ranged between 1 

and 6 mm. One might suspect that larger tumors 

- have wider subclinical extension than smaller 
tumors. To test whether the subclinical extension 
was independent of the tumor’s clinical size, the 
distributions of our results among the following 
groups of tumor sizes were compared: 0 to 9 mm, 10 
to 14 mm, 15 to 20 mm, and greater than 20 mm. A x” 
test for independence demonstrated a significant 
-difference in the distribution of subclinical 7: 
among these groups (x? = 20.35, dt=6, and 
_ P = 0025). However, when the class of largest 
. lesions was deleted (>2 cm) and the other three were 
compared on the basis of distribution of margins, no 

icant difference was demonstrated (x? = 5.75, 

4, and P = .21). Thus, while tumors with diame- 
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Fig 1. —Frequency of tumors relative to size. 
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Tumor Size, mm is 
Fig 2. —Percentage of tumors of different sizes that would have 
been eradicated by given size of margin (1 to 6 mm). Each ~ 
tumor size (horizontal axis) includes population of tumors less. 
than or equal to size specified. 


ters greater than 2 cm may demonstrate wider — 
subclinical invasion than tumors with smaller diam- — 
eters, all well-defined tumors with diameters less 
than 2 em have similar variations in subclinical 
extension. We therefore chose to limit our recom- 
mendations to tumors with a maximal dimension of 
less than 2 cm. 

Reported cure rates for primary BCCs range 
approximately between 90% and 100%, regardless of — 
the therapy used.: We therefore- se to for- 
mulate our recommendation for s i . 
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Summary of Measurements of Minimal Subclinical 
Extension of Each Tumor 
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a figure that would achieve eradication of tumor in 
95% of cases. Figure 2 illustrates the percentage of 
tumors of each size in our series that would have 
been cured given surgical margins of different 
widths (ranging from 1 to 6 mm). A margin of 4mm 
would have totally eradicated 98% of the tumors less 
than 2 cm. Greater margins would have yielded 
minimal additional benefit. Margins of 3 and 2 mm 
would have eliminated all tumor in approximately 
85% and 75% of cases, respectively. The width of 
surgical margins that would remove all tumor from 
95% of lesions was estimated to be 3.79 mm. This 
value gives a 95% confidence interval between the 
89th and 98th percentile (these percentiles corre- 
~ spond to 3.21 mm and 4.86 mm, respectively). 
In addition to the maximum subclinical extension, 
-the minimum extension was also measured in each 
case and is tabulated in the Table. The microscopic 
extension of tumor beyond its clinical boundary was 
not symmetric. Rather, BCC sends out extensions 
irregularly. Accordingly, there were no tumors that 
required a 4-mm margin in all directions around the 
- tumor. Twenty-seven percent of tumors had a mini- 
mal subclinical extension of only 1 mm, 70% had a 
2-mm minimal margin, and 376 had a minimal 
margin of 8 mm. Thus, vhile a 4-mm margin is 
needed to eradicate BCCs that are less than 2 cm in 
diameter, this surgical margin also sacrifices a 
potentially significant amount of normal skin. 


COMMENT 


The goal in the treatment of BCC is the complete 
removal of tumor. Since the likely presence of tumor 
beyond the clinical margin has been well docu- 
mented,’ normal-appearing skin must be removed or 
destroyed to achieve acceptable cure rates. We have 
shown that the amount of normal-appearing skin 
that must be sacrificed to completely eradicate the 
tumor more than 95% of the time is 4 mm for 
well-defined BCCs that are 2 em or less in diame- 
ter. 

The hypothesis that all tumor must be eradicated 
to achieve an acceptable cure rate has been ques- 
tioned. Gooding et al" and Pascal et al” have shown 
— that tumors recur in only one third of the cases when 
tumor is present at or near the surgical margin. One 
interpretation is that in two thirds of the cases 
tumor was left in the patient but for various reasons 
did not recur. A more reasonable explanation is that 
with the histologic methods used, these authors 
could not accurately predict whether tumor actually 
remained in the patient. Therefore, in many cases 
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where the excision margins were interpreted to be 








positive, in reality the tumor was. totally excised. 
These studies cannot be used to support a concept of 
deliberate incomplete tumor excision. The goal con- 
tinues to be complete tumor excision. 

Of the five standard methods for the treatment of 
BCC (ie, curettage and electrodessication, cryosur- 
gery, radiation therapy, excisional surgery, and 
Mohs micrographic surgery), three (cryosurgery, 
radiotherapy, and excisional surgery) rely on visual 
delineation of margins and the inclusion of a margin 
of normal-appearing skin to determine the field for 
treatment so that the entire tumor will be destroyed. 
The method of curettage and electrodessication 
relies less on visual delineation, because using the 
curet enables the surgeon to distinguish between 
tumor and normal skin, but its usefulness is limited 
to “mushy,” nodular lesions that have had no prior 
treatment. Mohs micrographic surgery, because of 
its inherent microscopic control and because it 
enables the surgeon to follow and remove subclinical 
extensions, does not require accurate preoperative 
delineation of a margin of normal skin around the 
tumor to provide a high cure rate. 

Since three standard methods require inclusion of 
a margin of normal skin, some accepted guidelines 


, would be useful. Weatherly-White and Lesavoy’ and 


Goodnight’ have recommended that a 5-mm margin 
of normal-appearing skin be resected with the 
tumor. Macomber et al,’ based on their treatment of 
853 lesions over a 12-year period, have also suggested 
that a margin of 5 mm or more of normal tissue be 
resected around the lesion, although it is not clear 
from their study whether this value is derived from 
knowledge of the actual margin removed in each of 
the cases. Pillsbury et al" have recommended mar- 
gins of 3 to 4 mm for “early lesions.” Bart et al,’ in 
their review of 468 BCCs treated with excision of the 
lesion plus a 3- to 5-mm margin of normal tissue, 
reported a five-year cumulative recurrence rate of 
6.8%. Albright’ recommended a 2- to 3-mm margin 
for a tumor measuring 5 mm or less, a 10-mm margin 
for tumors greater than 20 mm, and a margin of 10 
mm for “most other” lesions. 

Unfortunately, none of these studies was designed 
prospectively to provide guidelines for margins of 
excision. Therefore, there is no assurance that any 
one of these recommendations represents the mini- 
mal margin required for an acceptable cure rate. 
Such an assurance is only possible if the reeommen- 
dation is based on a correlation between the histolog- 
ic and clinical extent of the tumor or on a study 
comparing cure rates of various margins. Epstein” 
has shown in a study of 131 BCCs that his visual 
assessment of the extent of the tumor was accurate 
within 1 mm of the histologic extent in 94% of the 
cases. This was determined by his preoperative light 
electrodessication of the tumor margin and the post- 
operative histopathologic examination of step sec- 
tions of the excised tissue. However, even with his 
method of step sectioning, only 0.5% of the entire 
margin was examined (based on computations by 
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D.J.W.), and thus the reliability of his conclusion is 
- far less than it would have been if a greater portion 

“of the margin had been examined. 

A superior method of determining the subclinical 
extension of BCCs is Mohs micrographic surgery, 
which enables one to determine the presence or 

absence of tumor at 100% of the margin of an 
- excision. Additionally, since the technique has been 
—— shovm to spare uninvolved tissue,” one is assured 
that the values derived from it approach the minimal 
required margins. Mohs surgery has already been 
used to study the subclinical extension of BCC. Burg 
et al” studied 72 BCCs. Preoperatively, they mea- 
sured the radius of the tumor, and postoperatively, 
the radius of the defect. The difference between 
these two measurements represented to them the 
subelinical extension. Salasche and Amonette” 
studied 51 morpheaform BCCs as well as 50 primary, 
small, nodular, exophytic lesions by measuring the 
tumor diameter and defect diameter and by calculat- 
ing the subclinical extension in a similar fashion. 
These two studies failed to take into account the 
tendency for the wound to expand once a full- 
thickness incision is made. This would result in 
falsely elevated values for the subclinical invasion of 
the tumors. 

Beirne and Beirne” studied a series of 169 basal 
and squamous cell carcinomas by performing Mohs 
surgery and noting the number of stages necessary 
to achieve a tumor-free plane. They reasoned that 
since the majority of lesions were eradicated in two 
“or three stages and 1 to 2 mm of tissue were removed 
“each time, a surgical margin of at least 5 mm of 
normal skin in all directions would be required. 
< However, these conclusions are based on a popula- 
tion of tumors that included squamous cell carcino- 
mas as well as BCCs. Furthermore, the method 
utilized by these authors in determining the subclin- 
ical extension of tumor was limited by their estima- 
tion of 1 to 2 mm of normal skin excised for each 
stage of Mohs surgery. Additionally, since consecu- 
tive stages in Mohs surgery are not necessarily 
-oriented to one another with the thickest portion of a 
given stage adjacent to the thickest portion of its 
predecessor and successor, an error is introduced 
using Beirne and Beirne’s formula for determining 
the necessary surgical margin. 

To arrive at a more accurate measurement, we 
chose to study the subclinical invasion of tumor into 
normal skin by preoperatively marking the sur- 
rounding normal-appearing skin at 2-mm incre- 
ments. This enabled us to determine the subclinical 
extent with a single postoperative measurement. 
Because the marks were made prior to the incision, 
the problem of the expansion of the defect was 
obviated. Utilizing this method, we found that to 
eradicate the entire cancer in at least 95% of cases, 
“one would need to excise nearly a 4-mm margin of 
0 normal skin. 

.A Our selection of tumors was limited to lesions with 
well-defined borders. This selection enabled us to be 
-relatively certain of the reproducibility of our mea- 
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surements. It also removed a bias inherent in a 
population of tumors derived from referrals for 
Mohs micrographie surgery. We have found that. 
excellent lighting is essential to the delineation of- 
the tumor’s boundaries. Of similar importance in 
determining the clinical margins of a tumor is the 
stretching and compressing of the lesion and sur- 
rounding skin. Often, a distinct border would become 
evident in a previously ill-defined lesion after this 
maneuver. 

The intent of our study was to determine the 
lateral surgical margins for BCC; we made no 
attempt to quantitate the depth of invasion. 
Although study cases were limited to well-defined 
tumors, one involved periosteum. Thus, even if wider 
margins had been excised in this latter case, total 
eradication of the tumor would not have been accom- 
plished unless the excision included periosteum. The 
depth of excision, or destruction with standard 
modalities, still needs to be determined by the elini- 
cian’s estimation of the maximum possible depth of 
invasion of a given tumor. 

In the present study, we did not subdivide the 
tumors into the histologic type of BCCs. It has 
previously been reported that certain types of 
tumors, particularly morpheaform, have a substan- 
tially greater subclinical extension than other 
types.” Although our study was not designed to 
answer this question, we did not find a greater 
subclinical extension in the few cases of tumors with 
morpheaform features that were included in our 
study. One reason for this discrepancy might be our 
selection process. We studied only relatively small 
lesions with well-defined borders. This selection - 
criterion may have served to eliminate such problem 
lesions from our series. However, in our study, the 
number of lesions with morpheaform features was 
too small to draw any firm conclusions regarding a 
relation between histologic subtype and subclinical 
extension. 

Since the subclinical extension of BCC is asymmet- 
ric, excision of a uniform margin of normal-appear- 
ing skin will include histologically normal skin. 
Although a larger margin might be necessary in one 
direction, a smaller margin might eradicate all the — 
tumor in another direction. Furthermore, substan- 
tial, though certainly not acceptable, rates of total 
tumor removal are attainable with smaller margins: 
85% of tumors in our series were eradicated with 


3-mm margins. Even a 2-mm margin would have a 


eradicated the tumor in approximately 70% of cases. 
The variability in the width of subclinical extension 
around a tumor is a phenomenon well appreciated by 
surgeons who use the Mohs technique. The cause of 
this asymmetry in tumor growth is presently | 
unknown, but it may involve both inherent biologic 
differences of the tumor cells within parts of the 
same tumor as well as local environmental factors. It 
therefore follows that the microscopic control | 
afforded by Mohs surgery makes this modality most 
appropriate in areas where tissue conservation is- 
imperative. 
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In conclusion, we have found in studying 





tumors that a minimum margin of 4 mm of normal- _ 


appearing skin is necessary to eradicate a tumor in 
95% of BCCs measuring less than 2 em. It should be 
‘realized that this recommendation applies only to 
_ the lateral margins of clinically well-defined lesions. 
_The clinical borders of the lesion should be deter- 
mined under excellent lighting conditions. We have 
found that stretching the surrounding skin may 
increase the contrast between tumor and normal 
skin. Since we made no attempt to quantify the depth 
of invasion, we cannot make any specific recommen- 
dations regarding deep margins. However, it has 





been observed that fatty tissue does not provide 


favorable conditions for invasion by BCC. Therefore, 


in the absence of clinical evidence of deep invasion, 
excision to the midsubcutis would seem to be reason- 
able in areas with abundant fatty tissue. Where the 
subcutaneous layer is scant (eg, ear or forehead), a 
deeper excision to fascia, perichondrium, or perioste- 
um would be more appropriate. 


This study was supported in part by the Dermatology Education 
and Research Foundation, University of Pittsburgh. 

We would like to acknowledge Floyd Taylor, ScD, for his 
statistical analyses. 
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Complications of Cutaneous Laser Surgery 


A Survey 


Suzanne M. Olbrieht, MD, Robert S. Stern, MD; Steven V. Tang, MD; 


Joel M. Noe, MD; Kenneth A. Arndt, MD 


ə We surveyed a selected group of 139 dermatolo- 
gists and plastic surgeons about their experience with 
the complications of cutaneous laser surgery. Reported 
complication rates varied from 0% to 35%, with means of 
3.2%. for dermatologists and 6.2% for plastic surgeons 
using the argon laser, and 4.2% for dermatologists and 
2.8% for plastic surgeons using the carbon dioxide laser. 
~~ Hypertrophic scarring was the complication noted most 
frequently; 69% of physicians using the argon laser and 
64% of physicians using the carbon dioxide laser have 
seen at least one case of hypertrophic scarring. Compli- 
tions noted less frequently include infection, pain, 
: atrophic scarring, intraoperative or postoperative hemor- 
- rhage, and prolonged wound healing. Environmental acci- 
“dents were few. No procedure-related deaths, ocular 
damage, or secondary cutaneous malignant neoplasms 
were reported. We conclude that cutaneous laser surgery 
has an acceptable risk profile but that complications are 
not uncommon. 
(Arch Dermatal 1987; 123:345-349) 














m recent years, the argon and carbon dioxide lasers 
“have become accepted surgical modalities for 
routine procedures on common as well as rare cuta- 
neous disorders. Reports of their use generally state 
that adverse effects are rare or of only minimal 
significance. We surveyed a list of physicians (der- 
matologists or plastic surgeons) obtained from the 
"American Society of Laser Surgery and Medicine 
Wausau, Wis, concerning their experience with the 
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complications of use of these lasers. Despite the 
problems of surveying physicians who differ in the 
lesions they treat, surgical techniques, and thresh- 
olds for recognizing and recording of complications, — 
we believe that this survey helps to estimate a 
complication rate, evaluate possible factors affecting 
this rate, identify common problems, compile a list of 
rare complications, and document the safety of the 
laser for clinical use. 


MATERIALS AND METHODS 


In late 1984, we mailed a letter and structured question- 
naire to 139 dermatologists or plastic surgeons who vere 
members of the American Society of Laser Surgery and 
Medicine or who attended the 1984 annual meeting i in Salt 
Lake City. Membership in the society is attained by 
physicians or researchers who are experienced in the use of 
lasers in any medically related field and who are recom- 
mended by two current members. The annual meeting is 
open to both members and nonmembers and contains both 
plenary and subspecialty sessions. 

The letter outlined our purpose and gave examples ofa 
wide range of possible complications, indicating that for 
purposes of this survey a slowly healing wound, pain 
requiring narcotics for up to ohe week, a thin pliable 
burnlike scar, or regrowth of excised keloid tissue were to: 
be considered normal sequelae and not treatment compli- 
cations. The survey was kept simple to ensure a maximal 
number of responses. The first page of the survey (Fig 1) 
inquired about the physician’s demographic characteris- 
tics, experience using lasers, and an approximate percent- _ 
age of procedures in which complications occurred, and it 
asked for a detailed description of the three most serious, 
unusual, or unique complications that the reporter had : 
observed. The second page (Fig 2) asked the user to 
enumerate the number of times he encountered specific 
complications and requested free text information specify- 
ing clinical data concerning each complication. The survey © 
and letter were accompanied by a self-addressed stamped 
envelope. Initial nonrespondents were reaurveyed. four 
months later. a 

The data obtained were analyzed with computer assis- 
tance. Student’s £ test and the F test for multiple variables : 
were used to determine significance. 
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COMPLICATIONS OF CUTANEOUS LASER SURGERY? THERAPY 


Specialty: Dermatology” Plastic Surgery Other {specify} 


ME Dermatology, what percentage of your practice are suürgicət 
provedares? ea 


Board certification? 


Primary use of paser: Clinteal 0) Research 


Year graduated from Medical School 


£ Months Hsed Avg. £ Cases/Mo, Approx. percent of 


patients with complications 





Please list the three most serious, unusual or unique complications you have had and 
the type of laser used aş well as other important features of each case, 


1, 





Fig 1.—First page of survey. 


RESULTS 


Of 139 physicians who were sent questionnaires, 85 
(61%) replied. Eighty-seven percent of the respon- 
dents were board certified in either dermatology or 
plastic surgery, and 97% listed their use of lasers as 


primarily clinical as opposed to research. Twenty- 


two percent graduated from medical school before 
1963; forty-eight percent, from 1964 through 1973, 
and 30%, in 1974 or later. Only four respondents used 
lasers others than carbon dioxide and argon lasers 
“(tunable dye, ruby, and neodymium-YAG), other 
-lasers are, therefore, not included in this report since 
- the low numbers preclude a significant analysis. 
-> Sixty-eight (65%) of 104 dermatologists and 17 
(4977 ) of 35 plastic surgeons returned the surveys. Of 
the 51 dermatologists who answered the question 
concerning visits to their practice, 14 reported that 
fewer than 25% of visits were associated with surgi- 
eal procedures, 25 reported that 25% to 50% were 
procedure related, and 12 reported that more than 
50% of visits were procedure related. Other data 
concerning use of either the carbon dioxide laser or 
— the argon laser or both are summarized in Table 1. 
- Seventy-four (87%) of the respondents estimated 
their rate of complications. The results by physician 
-specialty and type of laser used are summarized in 
Table 2. 
— For estimated number of complications associated 
with the use of the carbon dioxide laser, 30% of 
respondents listed “0.” Twenty-seven percent of 
users listed “0” complications for the argon laser. 
- The association of the operator’s experience and 
demographic characteristics with reported complica- 
tion rate was assessed using the x” statistic. The 
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“ Ef you have never ¢aperienced. 
this coaplication, please 
write nü” or sever, 


SPECIFY TYPE OF LASER, TYPE ANTE 
LOCATION OF LOSPONS CLINICAL ` 


COMPLICATIONS 











Hesorrhage, intraoperative 


2202200000 Postoperative 








infection _ 





Unexpected proton 





Unexpecteğ scarring zı 
Eypert rophic 
ae atrophic. 





Secondary benign tusors 








Secondary malignant tumors 


Systemic reactions 





OTHER: 


COMMENTS: (Use additional paper, if necessary) 





Fig 2.—Second page of survey. 


number of months of laser use, total number of 
procedures performed, and year of graduation from 
medical school were not statistically associated with 
complication rate. Respondents using both lasers 
reported higher complication rates for the carbon 
dioxide laser than did those using only the carbon 
dioxide laser, although the difference was not statis- 
tically significant (P <.2). Physicians using both 
lasers performed a significantly higher number of 
procedures with the carbon dioxide laser than did 
those using only the carbon dioxide laser (P < .05). 
Dermatologists whose practice involved fewer than 
25% of visits related to surgical procedures reported 
higher complication rates for the argon laser than 
did those whose practices were more surgically ori- 
ented (P € .05). This association was not observed 
among users of the carbon dioxide laser. 


Hypertrophic Scarring 


The complication noted most frequently was 
hypertrophic scarring. It was the only complication 
noted by more than one fourth of the respondents. 
For the argon laser, 69% of users reported at least 
one case of hypertrophic scarring. The frequency of 
hypertrophic scarring was sufficiently high that 
many physicians were unable to enumerate the 
number of their cases resulting in this complication. 
Seven physicians (16% of argon laser users) esti- 
mated that hypertrophic scarring occurred after 
treatment of port-wine stains in 3% to 10% of cases. 
Three additional users (5%) reported hypertrophic 
scarring after treatment of tattoos with the argon 
laser in up to 100% of cases. 

For the carbon dioxide laser, 64% of users noted 
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— hypertrophic scarring. The frequency of hypertro- 
phie scarring was sufficiently high that physicians 
-were generally unable to enumerate specific cases 


Table 1.—Laser Use Among Survey Respondents by 
Specialty 


Plastic 
Surgery 
(N = 17) 


Dermatology 
Laser (N = 68) 
Argon only, % of 
users 12 
Carbon dioxide (CO2) 
only, % of users 39 
Both lasers, % of 
users 49 
Argon 
Average months 
used 
Average. cases per 
month 
Range of cases 
per month 
COz 
Average months 
used 
Average cases per 
month 
Range of cases 
per month 
































“Two respondents identified themselves as multipractitioner cen- 
_ ters: 


Table 3.—Rates (in Percent) of Specific Complications 


Argon Laser (51 Physicians) 
———————————————— 








fut could provide only. an estimated percentage of 
procedures followed by this complication. In particu- _ 
lar, treatment of tattoos seemed to be commonly — 
followed by this type of wound healing. Five users 
(7% ) mentioned that 20% to 35% of laser ablation of 
tattoos resulted in this complication. An additional 
three (4%) noted hypertrophic scarring in 10% to 


15% of tattoo wounds, and three (4%) noted its —. 


incidence as 50%, 65%, and 100%. Hypertrophic 
scarring was also noted following carbon dioxide 
laser surgery for warts, nevus of Ota, rhinophyma, a. 
port-wine stain, and an epidermal nevus. The arm, 
chest, and lip were reported as high-risk sites, but 
sites such as the periungual area and the feet also 
developed hypertrophic scars. Six physicians re- 
ported the development of keloids, formed de novo, in 
sites treated by carbon dioxide laser. 





Table 2.—Complication Rates (in Percent) by Type of 
Laser and Physician Specialty 















Laser Dermatology 








Plastic Surgery 


































Argon 
Mean 3.2 6.2 
Median 1.0 2.0 
Range 0-20 1-35 
Carbon dioxide 
Mean 4.2 2.8 
Median 1.5 0 









Range 









Carbon Dioxide Laser (71 Physicians) 


























































































































% of Positive Complication % of Positive Complication 
Complication Responses* Rate, %t Responses* Rate, 96: 
: Local anesthesia 12 0.2 6 0.7 
Hemorrhage (intraoperative 
or postoperative) 15 0.1 21 0.2 
` Unintentional burns 
Patient 2 -$ 16 0.3 
ae ‘Personnel g 2 1 case 13 0.1 
— Environment (fire) 0 0 7 . 0.8 
| Unexpected pain 11 0.1 25 0.2 
| Unexpected prolonged 
< “healing 16 0.2 28 t 
- Infection 22 0.2 20 0.6 
- Unexpected pigmentary 
15. change 43 § 12 . 
“Hypertrophic scarring 69 § 64 108 
Atrophic scarring 22 0.3 13 "8 
2 Benign. reactive proliferations 10 0.07 7 0.2 
Malignant changes 0 0 0 = 0 
Ocular complications 3 1 case 0 0 











Systemic reactions 








“Number of positive responses divided by number of positive answers plus number of negative answers (in all cases, 90% of responders 


~“canswered yes or no). 


5 common. 
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tNumber of complicated cases divided by number of total cases for physicians who answered yes. : i 
Not calculable because fewer than 90% of physicians responding yes recorded the number of complicated cases; complication was probably 


calculable because fewer than 90% of physicians responding yes recorded the number of complicated cases; complication was probably 5 
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Less Frequent Complications. 
In response to the list of specific complications, 
most reactions were only infrequently reported (Ta- 
-ble 3). Reactions to local anesthesia were rare and 
similar for both lasers—hypotension, fainting, sei- 
gures, and “drunkenness.” After use of the argon 
laser, unexpected pigmentary change was noted by 
43% of physicians. Difficulties with local anesthesia, 
— hemorrhage, unexpected pain or prolonged healing, 
infection, and atrophic scarring were reported by 
— 1076 to 22% of physicians. The physicians’ willing- 
-ness to quantify the exact number of such cases 
suggests a low frequency, with a calculated rate of 
0.1% to 0.3% in their series (Table 3). In addition, 
five physicians reported that angiomas and pyogenic 
granulomas (accounting for all benign reactive pro- 
liferations reported) developed in six patients whose 
-port-wine stains were treated with the argon laser. 
Of carbon dioxide laser users, 20% to 30% had one 
or more patients who experienced hemorrhage, unex- 
pected pain, unexpected prolonged healing, and 
infection (Table 3). These complications were infre- 
quent, with estimates of incidence varying from 
-0.2% to 0.6%. An average of 10% of physicians 
reported either unintentional burns to the patient or 
personnel (usually to the finger of the operator or an 
assistant providing exposure) or fire. One such inci- 
dent was attributed to reflection of the laser beam by 
a metal instrument. Unexpected pigmentary change 
and atrophic scarring were noted by 12% to 13% of 
physicians; the former was probably rare and the 
latter was probably frequent or common, but rates 
were not calculable due to lack of data. Five physi- 
- cians reported benign reactive growths: one case of a 
lip mucocele, three cases of excess granulation tissue, 
and four cases of pyogenic granulomas. 


Rare Complications 


> Several other complications were noted only rare- 
ly. For the argon laser, conjunctivitis following 
treatment of an eyelid lesion, inability to sun tan, 
exacerbation of acne, and allergic contact dermatitis 
to dressings were mentioned each by one physician. 
For the carbon dioxide laser, one physician saw two 
cases of nail dystrophy after ablation of periungual 
warts. One physician and his assistant developed 
laryngitis attributed to aspiration of laser plume 
when their smoke evacuation system failed. Two 
physicians noted that several patients experienced 
low-grade fever and malaise in the first 24 hours 
= after the procedure. 


Serious Complications 


-> Two complications judged to be life threatening 
: were reported. One physician reported a case of a 
-middle-aged woman who had extensive carbon diox- 
‘ide laser surgery for plantar warts. An open wound 
- persisted for several months and finally required a 
popliteal artery bypass to heal. The second case was 
that of a systemic bacterial infection following treat- 
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ment of massive condyloma of the vulva in a 16- 


year-old pregnant girl. The reactions to local anes- 


thesia, as noted above, which include vasovagal 
reactions and seizures, also could potentially be life 
threatening. Of particular note, no deaths, ocular 
damage, or secondary malignant tumors were 
reported, in response to direct questioning. 


COMMENT 


It is our impression that the apparent low frequen- 
cy of complications of cutaneous laser surgery 
reported in the literature and perceived by many 
physicians and patients does not reflect the actual 
experience of laser surgeons. Reports from other 
specialties have indicated that untoward events 
associated with the use of the carbon dioxide laser, 
including minor bleeding and intraoperative pain 
(gynecology') and unintentional burns and hemor- 
rhage (otolaryngology””), are not rare. Otolaryngo- 
logic surgeons also contend with the possibility of 
major intraoperative fires from ignition of an endo- 
tracheal tube in an oxygen-enriched atmosphere 
during laser laryngosurgery.’* While many authors*’ 
warn about the possibility of ocular damage from 
inadvertent misdirection of the beam, the only 
reports of eye injury of which we are aware were in 
the industrial setting.‘ The need for adequate smoke 
clearance has been emphasized, since the effects of 
smoke inhalation are unknown.“ A surgeon and his 
assistant developed a dermatitis in exposed areas 
after vaporization of mucosa cleansed with topical 
chlorhexidine gluconate (Hibiclens) solution.’ Scar- 
ring was not reported to be a problem following 
gynecologic procedures’ but did occur after laser 
laryngoscopy.’ Baker et al’ had the impression that 
the final scar after carbon dioxide laser blepharo- 
plasty had a slightly greater prominence than when 
the same procedure was performed with a scalpel. 
Cutaneous surgeons have noted hypertrophic scar- 
ring after carbon dioxide laser dermabrasion of 
tattoos.’ Scarring is the primary side effect de- 
seribed after argon laser therapy of port-wine stains 
and has been discussed in some detail”; it appears to 
be a particular problem for patients younger than age 
17 years, although this may be related more to the 
color of the port-wine stain rather than to age 
alone." The scarring is generally hypertrophic, but 
hypopigmentation, texture change, and depression,” 
as well as atrophy," have also been encountered. In- 
fection after the use of either laser has only rarely 
been mentioned. Dixon et al" noted a less than 1% in- 
cidence of invasive infection after argon laser treat- 
ments of port-wine stains, while no cases occurred in 
the gynecologic’ and otolaryngologic series.” The 
observation here that pyogenic granulomas may 
occur after argon laser therapy for port-wine stains is 
interesting, although unclear pathogenetically, espe- 
cially in light of its previously reported occurrence 
following an endolaryngeal procedure." 

A survey technique was used to obtain data from a 
large number of laser surgeons performing a wide 
range of procedures. The laser surgeons polled were 
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. members of the American Society of Laser Surgery 
and Medicine or had attended the 1984 annual meet- 
ing, a group likely to include interested physicians 
and experienced leaders in the study of lasers and 
their applications in the medical sciences. Because 

— the respondents differed, however, in the lesions 
chosen for treatment, in surgical techniques, and in 

their definition, recognition, and recording of com- 

plications, these results must be considered assess- 
ments of relative rather than actual rates of various 
complications. 

It appears that some less-than-optimal outcomes, 
such as atrophic scarring and unexpected pigmen- 
tary change following the use of the argon laser and 
atrophic or hypertrophic scarring after procedures 
performed with the carbon dioxide laser, occur so 
frequently that these are not considered complica- 


<: tions by many physicians and so were not noted in 


-their responses. In our own experience and as indi- 
-cated by a majority of respondents, hypertrophic 
scarring is a frequent complication. In contrast, 
several respondents with large series (>5000 cases 
total) failed to report any cases of hypertrophic 
scarring. The term unexpected scarring may have 
been confusing, although the letter accompanying 
the survey suggested that a thin pliable burnlike scar 
was an expected sequela and the survey asked for 
information concerning “unexpected” scarring in 
two categories, atrophic and hypertrophic. Similarly, 
for the argon laser, at least one respondent noted 
that pigmentary change is always expected, which 
may indicate that negative responders found it too 
common to record. Our survey, therefore, probably 
— underestimates the frequency of these common com- 
- plications to a substantial degree. 

` Less frequent complications, eg, hemorrhage, 
infections, and unintentional burns, were reported to 
occur in less than 1% of cases. Since the recognition 
and recording of these events also differs among 
physicians, rates were calculated based on the aver- 
age occurrence for physicians who had encountered 





the complication’: and excluded all physicians who 





did not report such an event. For example, five 


physicians reported seven pyogenic granulomas in 


argon laser-treated sites. The rate of occurrence was: 
calculated to be 0.07% for their patients. If they — 
recognized and reported all cases of pyogenic granu- 
lomas in their patients, this calculation may overes- 
timate the frequency of this event, since many other. 
patients have been treated by other physicians with- 
out the development of pyogenic granulomas. 

We believe that the argon and carbon dioxide 
lasers as used for cutaneous surgical procedures have 
acceptable risk profiles. Based on the data obtained 
from our survey, very serious complications are rare: 
Certainly no deaths, serious chronic functional mor- 


bidity, ocular damage, or secondary malignant neo- > —— 


plasms were reported. Many of the complications, 
such as hypertrophic or atrophic scarring, pigmen- 
tary change, or infection, may become less frequent _ 

in the future with modifications of treatment: tech- 
niques or postoperative care. For example, postoper- 


ative care can affect the incidence and extent of 


hypertrophic scarring in burned patients,“ and the 
use of splints and compression garments may prove 
useful adjuvants in the long-term care of laser- 
induced wounds that have a high incidence of hyper- 
trophic scarring (eg, tattoos on the arm removed by 
the carbon dioxide laser). In addition, the incidence- 
of unintentional burns and environmental mishaps 
may be minimized by ascribing to standard pub- 
lished guidelines for safety, including the use of 
appropriate eye protection, blackened instruments, 
protective wet cloth drapes, and adequate smoke 
evacuation systems." Nonetheless, complications — 
from the use of the argon and carbon dioxide lasers: 
are currently far from rare, and it is essential that 
both practitioners and patients fully understand the 
risks associated with these procedures. 


We would like to thank Joan Orenberg and Shirley Roses for 
their technical assistance. 
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-Antinuclear and Anti-Single-Stranded 
DNA Antibodies in Morphea and 


Generalized Morphea 


— Vincent Falanga, MD, Thomas A. Medsger, Jr, MD, Morris Reichlin, MD 


@ The clinical features of localized scleroderma have 
allowed investigators to distinguish three morphologic 
variants: morphea, generalized morphea, and linear 
scleroderma. The latter has been reported to have a 
higher frequency of antinuclear antibodies and has been 
associated with antibodies to single-stranded DNA 
7 (ssDNA). In this study we determined the frequency of 
antinuclear antibodies and anti-ssDNA antibodies in 22 
patients with morphea or generalized morphea. None had 
‘Raynaud’s phenomenon or evidence of a systemic con- 
nective-tissue disease. Antinuclear antibodies were 


” present in 18% of patients when serum samples were 


tested on mouse kidney substrate but were found in 50% 
“of HEp-2 cells. The serum samples contained anti-ssDNA 
“antibodies in 59% of the patients, with the highest levels 
“of ssDNA binding observed in patients with generalized 
morphea. The frequency of antibodies to ssDNA was 
-higher in patients with clinical evidence of active com- 
pared with inactive disease. Discordance in immune 
reactivity indicates that at least three distinctive serum 
autoantibodies exist in morphea and generalized mor- 
phea: anti-ssDNA antibodies and antinuclear antibodies 
with either homogeneous or speckled immunofluores- 
cence patterns. These findings are similar to those 
“recently described in linear scleroderma and suggest 
that comparable serum autoantibody abnormalities are 
present in all the variants of localized scleroderma. 
(Arch Dermatol 1987; 123:350-353) 


. [ecalized scleroderma and systemic sclerosis are 
both characterized by thickening of the skin from 
excessive collagen deposition. Localized scleroderma 


differs from systemic sclerosis, however, in the char- 





See also p 358. 





acter and distribution of the cutaneous thickening 
and in involvement of internal organs.' In systemic 
sclerosis. the skin thickening, although it may be 
: generalized, is usually most prominent in or begins 
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with symmetric involvement of the fingers, hands, 
forearms, and face. Raynaud’s phenomenon, present 
in virtually all patients with systemic sclerosis, 
frequently precedes other clinical manifestations. 
The esophagus, lungs, heart, and kidneys are 
involved in many patients.’ 

The cutaneous features of localized scleroderma, 
which are quite different from those of systemic 
sclerosis, have led investigators to distinguish three 
morphologic variants: linear scleroderma, mor- 
phea, and generalized morphea. Linear scleroderma 
presents with thickening of the skin and, occasional- 
ly, the subcutaneous tissue in a bandlike distribu- 
tion. Morphea is characterized by one or more cir- 
cumscribed patches of skin thickening with varying 
degrees of hyperpigmentation and hypopigmenta- 
tion. A violaceous border is frequently present in the 
active lesions of morphea. Generalized morphea has 
more numerous individual patches, often involving 
more surface area. Localized scleroderma is often 
either unilateral or, when bilateral, is asymmetric in 
its distribution. 

Localized scleroderma lacks internal organ 
involvement but has been reported to coexist with 
systemic or discoid lupus erythematosus or system- 
ic sclerosis.”” These associations with systemic con- 
nective-tissue diseases, albeit rare, suggest that 
localized scleroderma may also have an immunologic 
basis. Furthermore, antinuclear antibodies (ANAs) 
have been detected in 15% to 4776” of patients with 
localized scleroderma. The frequency of these auto- 
antibodies has been reported to be the greatest in the 
linear form of localized scleroderma, with 67% of 
patients having them when HeLa cells serve as the 
test substrate.” 

We have reported previously that ANAs are 
present in 31% and 46% of patients with linear 
scleroderma when serum samples were tested on 
mouse kidney and HEp-2 cells, respectively." We 
have also shown that antibodies to single-stranded 
DNA (ssDNA) are frequent in extensive linear 
scleroderma’; they were present in 50% of a series of 
53 patients." We now report our studies on antinu- 
clear and anti-ssDNA antibodies in a group of 
patients with the morphea and generalized morphea 
variants of localized scleroderma. 


PATIENTS 


We studied 22 patients with morphea or generalized 
morphea observed at the University of Pittsburgh from 
1975 to 1985. All had histologic features of dermal sclero- 
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“Clinical and Laboratory Features in Patients With 
‘Morphea and Generalized. Morphea” 
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*Double-stranded DNA antibodies using Crithidia fuciliae substrate were 
negative in all 22 patients. 

¢Plus indicates active; minus, inactive. 

FANA indicates antinuclear antibodies; h, homogeneous; n, nucleolar, s, 
speckled. 


sis, with entrapment of eccrine glands and blunting of rete 
ridges. The patients with morphea had one or more 
circumscribed, sclerotic areas of bound-down skin showing 
varying degrees of hyperpigmentation, hypopigmentation, 
or yellow discoloration. A red or violaceous border to the 
lesions was present in some patients. We classified 
patients as having generalized morphea if, in addition to 
the above features, they also fulfilled all the following 
criteria: (1) five or more lesions; (2) bilateral lesions; and 
(3) clinical evidence of confluence of at least two individual 
patches. We believe that the presence of bilateral and 


“<- confluent lesions suggests a more generalized disease 


process, 

<: A- complete history and physical examination were done 
on each patient on the initial and follow-up visits. A 
urinalysis and chest roentgenogram were performed on 
each patient in addition to routine blood tests. The disease 
was considered to be inactive when no new lesions or 
extension of existing lesions were documented for a period 
of at least six months. The disease was considered active if 
the border of the lesion(s) exhibited a red or violaceous 
color, or if new lesions or extension of existing lesions had 
occurred within the preceding six months. In most cases 
initial and sequential diagrams with precise measurement 
of the extent and semiquantitative estimation of the 
severity of the cutaneous lesions were made. 


METHODS 


On the initial or subsequent visits, we drew blood 
samples for serum autoantibodies and the serum was 
red at —70°C. The autoantibody tests were run simulta- 
asly on all the patients’ serum samples. 
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- Antinuclear Antibodies | 


Indirect immünofluorescenoe was performed on mouse . 
kidney sections that vvere fixed for one minute in cold 
acetone. The remainder of the procedure has been 


described previously," and serum samples were screened at 


a 1:20 dilution. HEp-2 cells were also used as substrate, 
and the serum samples were screened for antibody at a 
1:40 dilution. The fluoresceinated antihuman antibody — 
conjugate was polyvalent for IgG, IgM, and IgA. All. 
sections were read by one of us (M.R.) on a microscope 
equipped with epillumination optics. Antibodies to native 
DNA were sought by using a Crithidia luciliae substrate 
and screening the serum samples at a 1:10 dilution. 


ssDNA Antibodies 


We prepared ssDNA by heating Escherichia coli native 
DNA (Sigma Chemical Co, St Louis) at 100°C for ten 





minutes and then plunging it into ice water. Radioactive — 


labeling with iodine 125 was performed according to the... 
method of Commerford.“ Specific activity of the *I-ssDNA 
was approximately 1 Ci/ug of DNA in phosphate-buffered” 
saline with 1% bovine serum albumin. For each experi- 
ment, 10 uL of radiolabeled DNA was diluted in borate- 
saline buffer, at a pH of 7.8, to a specific activity of about 
2000 cpm/75 uL. The working buffer in all radioimmunoas- ` 
says was borate 0.03 mol/L and saline 0.15 mol/L at-a pH 
of 7.8. Octoxynol-9 (Triton X-100) (Sigma Chemical Co) 
was present in all radioimmunoassay tubes at a final” 
concentration of 0.1% (vol/vol). 

The Farr assay was a modification of the procedure 
described by Wold et al.“ Twenty microliters of serum was 
incubated overnight with 5 uL of buffer acid and 75 aL of 
diluted '“I-DNA at 4°C to give a final volume of 100 4L. On» 
the second day, 50 uL of saturated ammonium sulfate was. 
added to each tube, which was then incubated for one hour. 
at 4°C. After centrifugation each precipitate was washed. 
with 33% saturated ammonium sulfate and centrifuged for 
15 minutes twice. The tubes were counted as above. . 

Results of the radioimmunoassays are expressed as... 
percent binding of the radiolabeled DNA, calculated as 
follows: 


% Binding = [(P — B)/(7 — B)] x 100, 


where P is counts per ten minutes of precipitates; B, counts 
per ten minutes of blank tubes; and I, counts per ten 
minutes of 75 ul of diluted ”T-ssDNA. 


RESULTS 


Of our 22 patients, 13 had morphea and nine had: 
generalized morphea. None of the patients had Ray- 
naud’s phenomenon, sclerodactyly or digital pitting 
scars, or clinical findings of discoid or systemic lupus 
erythematosus. Results of routine blood tests and 
urinalysis, and chest roentgenogram were normal in 


all patients. The Table summarizes the clinical fea-  — 


tures and laboratory abnormalities in our patients. 
The age of onset of disease showed a wide range, with | 
a mean of 37 years for morphea and 36 years for - 
generalized morphea. The sex distribution was equal 
in morphea, but in generalized morphea eight 
patients (8976 ) were women. 
Antinuclear antibodies were detected on mouse 
kidney substrate in three patients (23%) with mor- _ 
phea and in only one patient (11%) with generalized - 
morphea. When testing the serum samples on HEp-2 | 
cells, however, ANAs were present in seven patients _ 
(54%) with morphea and four (44%) with general- | 
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Normal, Morphea, Generalized 
2.2% + 2.0% 5.5% + 4.2% Morphea, 
12% + 16% 
Mean + SD 


Serum levels of single-stranded DNA (ssDNA) binding in normal 
individuals (solid circles) and in patients with morphea or 
generalized morphea during active (open squares) or inactive 
‘disease (solid squares). 


ized morphea. The ANA titer was low on both mouse 
kidney and HEp-2 cells (Table), and no relationship 
‘was noted between the presence or absence of ANA 
and disease activity, as defined by our criteria. The 
“most common immunofluorescence staining pattern 
was homogeneous, followed by speckled and nucleo- 
lar patterns. In two patients (Nos. 9 and 10), the 
ANA pattern was nucleolar on mouse kidney sub- 
‘strate but speckled on HEp-2 cells. None of our 
patients had antibodies to double-stranded DNA 
(dsDNA). 

The Table and Figure show the serum levels of 
ssDNA binding in our patients. A level of 6.2% 
ssDNA binding was considered abnormal, as defined 
— by 2 SDs above the mean level found in a group of 
normal individuals (Figure). Therefore, antibodies to 
ssDNA were present in five patients (38%) with 
morphea and five patients (56%) with generalized 
‘morphea. The serum level of ssDNA binding was 
higher in patients with generalized morphea (12 + 
16, mean + SD) than in patients with morphea 
(5.5 + 4.2). The highest levels of ssDNA binding 
were in patients with generalized morphea, one of 
whom (patient 15) had a negative ANA on both 
mouse kidney substrate and HEp-2 cells. In both 
_ groups of patients, antibodies to ssDNA were 
present in eight (67%) of 12 patients with active 
disease but in two (20% ) of ten patients with inactive 
disease (P = .031). 

— There was discordance in the immunofluorescence 
staining pattern and the presence of ANAs. In six 
patients with antibodies to ssDNA, the ANA test 
was negative on both substrates. The immunofluo- 
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patients and speckled in one of he patients having: a 

positive antinuclear and negative anti-ssDNA anti- 
body test. These findings indicate that antibodies to 

ssDNA may occur in the absence of ANAs and vice 

versa, suggesting that two separate antibody sys- - 
tems have been identified. Also, ANAs with a homo- 
geneous pattern may be distinct from those that 
stain with a speckled pattern. Therefore, we have 
identified at least three separate serum antibodies in 
patients with morphea and generalized morphea. 


COMMENT 


The clinical distinction between the morphea and 
generalized morphea variants of localized scleroder- ` 
ma is not always clear, and, to our knowledge, no 
criteria for their separation are available. Although 
these conditions may be part of a single disease 
spectrum, distinction may be important for prognos- 
tic and investigational reasons. Although our crite- 
ria are arbitrary, they do serve to identify a group of 
individuals with more extensive and generalized 
disease. 

In this series of patients we found no evidence for 
internal organ involvement or other systemic con- 
nective-tissue diseases. Such occurrences are quite 
rare.t™™! Thus, the most common circumstance is to 
have serum autoantibodies detected without clinical 
evidence of multisystem disease. It is important that 
physicians be familiar with the frequency and nature 
of serum autoantibodies in patients with localized 
scleroderma. 

The frequency of serum ANAs is higher in patients 
with linear scleroderma compared with morphea. 
For example, Burnham et al” found a positive ANA 
in five (71% ) of seven patients with linear scleroder- 
ma and in only five (26%) of 19 patients with 
morphea. Rodnan et al” noted a positive ANA in 
seven (47%) of 15 patients with linear scleroderma 
and in only one (8% ) of 13 patients with morphea. In 
another study, 54% of patients with linear scleroder- 
ma were found to have a positive ANA.” We recently 
reported the presence of ANAs in 31% and 46% of 53 
patients with linear scleroderma, when serum sam- 
ples were tested on mouse kidney and HEp-2 cells, 
respectively. Consistent with these observations, 
our present study shows that only four (18%) of our 
22 patients with morphea or generalized morphea 
had a positive ANA on standard mouse kidney 
substrate. When these same serum samples were 
tested on a human substrate, HEp-2 cells, however, 
the ANA frequency increased to 50%. Takehara et 
al,” using only a human substrate, found a positive 
ANA in two of four patients with morphea and in all 
of six patients with generalized morphea. The use of 
the more sensitive human substrate thus increases 
our ability to detect ANAs in localized scleroderma 
irrespective of the clinical subtype. We need to 
emphasize that the ANA titer in most of our patients 
with morphea or generalized morphea was quite low 
and never exceeded 1:360. This is in sharp contrast 
with the notably high ANA titers often seen in 
patients with linear scleroderma.'” 
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: vith morphea i is heterogeneous. We detected a homo- 
geneous staining pattern most frequently. A second 
antibody observed was in the two patients who had 

-nucleolar (mouse substrate) and speckled (human 
substrate) staining. These observed immunofluores- 

cence patterns are not specific for morphea, as they 


->< have also been noted in linear scleroderma?” and 


with systemic connective-tissue diseases. It is nota- 
-ple that the peripheral pattern was absent in our 
patients and the nucleolar pattern uncommon; these 
two types of immunofluorescence are more specific 
for systemic lupus erythematosus and systemic scle- 
rosis, respectively.” 
A third antibody response is that of anti-ssDNA 
antibodies, often in the absence of a positive ANA. 
~ Recognition of the presence of antibodies to ssDNA 
in localized scleroderma is important. We have pre- 


<> viously shown that antibodies in patients with linear 


. scleroderma believed to be directed against native 
- DNA using the Farr technique are actually due to 


single-stranded regions in the impure native DNA 


that react with anti-ssDNA.” This problem can be 
circumvented, as was done in this study, by the use of 
impeccably native DNA such as is found in the 
Crithidia organism.” Using this test, all our patients 
lacked antibodies to dsDNA. Antibodies to DNA may 
be directed at double-stranded determinants or at 
the sugar phosphate backbone of the DNA molecule. 
In the latter case, they would react with both ssDNA 
and dsDNA. Alternatively, antibodies may be di- 
rected against exposed bases or regions of ssDNA, in 
which case the patients’ serum samples would give 
“negative results against intact dsDNA antigen such 
“as is present in Crithidia.”” False-positive reactions 
to dsDNA may lead to considerable confusion since 
they imply systemic disease.* Our finding of anti- 
ssDNA antibodies in all of the variants of localized 
scleroderma suggest a close relationship between the 
clinically different subtypes and a common host 
response, at least in terms of autoantibody produc- 
tion. 

The highest serum level of ssDNA binding was 
present in patients with generalized morphea. Simi- 
larly, higher serum levels of ssDNA binding are 
present in patients with linear scleroderma with 
more extensive disease.""” It is possible that these 
antibodies result simply from tissue destruction with 
liberation of antigen. Antibodies to ssDNA are not 
‘limited to localized scleroderma and are commonly 
seen in patients with systemic lupus erythematosus, 
often in the setting of active renal disease.“ No 
clinical evidence of renal involvement is recognized 
in localized scleroderma, however, and all of our 
patients had normal urinalysis findings. It is notable 
that antibodies to ssDNA are less common in sys- 
temic sclerosis (M.R., unpublished data, 1976). The 
relationship between these serum autoantibodies 
and the cutaneous disease remains unclear. 

Th this report we have shown that morphea and 
eralized morphea are commonly associated with 
nuclear and anti-ssDNA antibodies and that 
e is heterogeneity in the serum antibody 
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patients with active or more extensive disease. " 









results, which are in agreement with our previous — 
findings in patients with linear scleroderma, suggest 
that the different variants of localized scleroderma 
share serum immunoglobulin abnormalities. 
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Tuman Papillomavit 


in 36 Renal Transplant Recipients 






leterogenelty 


“Robert J. Van der Leest, MD, Karen R. Zachow; Ronald S. Ostrow, PhD, 
‘Mitchell Bender, MD, Franklin Pass, MD, Anthony J. Faras, PhD 


e immunosuppressed patients such as renal trans- 
plant recipients are prone to increased incidence of wart 
disease. We examined 48 tissue specimens from 36 renal 

transplant recipients using human papillomaviruses 
(HPVs) 1, 2, 3, 4, 5, and 6 in filter hybridization under 
stringent conditions. The results showed that 90% of the 
samples contained HPV DNA. Of these 43 positive sam- 
ples, we found HPV-1 in 2%, HPV-2 in 56%, HPV-3 in 19%, 
HPV-4 in 47%, HPV-5 in 9%, and HPV-6 in 5%. In several 
cases, more than one type of HPV DNA was observed. Ina 
few of these cases, the clinical appearance of the lesions 
differed from what might have been expected, such as 
those lesions containing HPV-3- or HPV-5-related DNAs. 
(Arch Dermatol 1987; 123:354-357) 


he frequent occurrence of warts in renal trans- 

plant recipients and other immunosuppressed 
‘populations is well-known.’ Since the advent of 
‘DNA hybridization techniques and human papillo- 
mavirus (HPV) typing, individual clinical wartlike 
lesions may be classified according to content and 
type of HPV.” Certain tumors and other conditions, 
such as epidermodysplasia verruciformis (EV)*’ and 
bowenoid papulosis” also have been assayed and 
found to contain HPV genomes. In the renal trans- 
plant population, several authors have characterized 
the specific HPV type for various isolated clinical 
wart lesions in individual renal transplant recipi- 
ents, >+? although no large series of such patients 
exists showing the spectrum of HPV types. 

Among the other complications of the immunosup- 
pression accompanying transplantation have been 
cutaneous malignant neoplasms, particularly squa- 
mous cell carcinoma.” With the increasing evidence 
for the oncogenic potential of certain HPVs, the 
renal transplant population provides a very suitable 
group for assessing potential viral transformation. 

The present study was undertaken to evaluate the 
distribution and types of HPV in a large group of 
renal transplant recipients and their possible rela- 
tion to cutaneous malignancy. 

PATIENTS AND METHODS 
Patients 

Thirty-six consecutive renal transplant recipients with a 
history of wartlike lesions were evaluated at the Universi- 
ty of Minnesota Hospitals, Minneapolis, during their rou- 
tine follow-up. All had received either living-related donor 
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(21 patients) or cadaver (15 patients) transplants at least 
one year before the visit. All transplants were performed 
during the period 1970 to 1978. During this period, 1305 
transplants occurred at this institution. Normally, about 
ten patients come in for follow-up each week. At random 
intervals over two years, patients were screened for wart 
lesions. Ages of the patients ranged from 11 to 59 years; 13 
(36%) were female and 23 (64%) were male. Only one 
patient had received a second renal transplant. All 
patients had been receiving the immunosuppressive agents 
prednisone and azathioprine since their transplants. 

Histories were obtained of the onset of warts, their 
occurrence before or following transplant, clinical types, 
manner of spread, any medications, and mode of treat- 
ment. In addition, any other skin conditions or prior 
malignancy were noted. 

A total body dermatologic examination was performed, 
noting the type and distribution of wartlike lesions, cuta- 
neous malignant neoplasms, or other dermatologic condi- 
tions. Photographs were obtained of representative verru- 
cous lesions and biopsy specimens of the different types of 
lesions were obtained following the administration of 1% 
lidocaine (Xylocaine) with epinephrine locally. The speci- 
mens were bisected, and half of the lesion specimen was 
placed in 10% formaldehyde solution for hematoxylin- 
eosin histologic study at the University of Minnesota 
Dermatopathology Laboratory; the other half was frozen 
at —70°C for evaluation of HPV content and type using 
probes of the six HPV types identified at the time of the 
experiment. 


Methods 


DNA Preparation. —The wart tissue was minced, sus- 
pended in 0.2 mol/L of TRIS hydrochloride (pH 8.5), 0.1 
mol/L of edetic acid (EDTA), 1% sodium lauryl sulfate 
(SLS), and 500 mg/L of pronase, and incubated at 37°C for 
15 to 20 hours. Potassium acetate was added to 1.43 mol/L, 
and the solution was left on ice for 30 minutes. After 
centrifugation of the solution at 20000 g for 20 minutes, 
the supernatant was concentrated by addition of two 
volumes of ethanol. The precipitate was resuspended in 10 
mmol/L of TRIS hydrochloride (pH 7.4) and 1 mmol/L of 
EDTA and then treated with ribonuclease A. This was 
followed by SLS and proteinase digestion and then 
extracted with a 1:1 (volume-to-volume) mixture of phenol 
chloroform. The DNA was precipitated with ethanol. 

DNA-DNA Hybridization.—Total cellular DNA was elec- 
trophoresed through 1% agarose gels and transferred to 
nitrocellulose filters by the method of Southern." The 
filters were heated at 80°C in vacuo for one hour followed 
by 18 hours at 41°C in hybridization solution containing 
500 ng/L of depurinated salmon sperm DNA, 0.1% each of 
bovine serum albumin, Ficoll 400, polyvinylpyrrolidone, 20 
mmol/L of sodium phosphate (pH 6.8), 1 mol/L of sodium 
chloride, 0.1% SLS, and 50% formamide. Fresh hybridiza- 
tion solution containing a nick-translated phosphorus 32- 
HPV probe (5-ng probe per milliliter of solution, 2.0 x 10° 
counts per minute per milliliter) of HPV types 1, 2, 3, 4, 5, 
or 6 and 10% dextran sulfate was added to the filters and 
incubated at 41°C for 20 hours. The filters were washed 
three times in 2X standard saline eitrate (SSC) (pH 7.0) 
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“Table 1.—HPV Types Associated With Warts of Renal Transplant Recipients’ — 

















































































































































































VVarts — 
77 ”—————————-- HPV Type 
“1 Patient/ Years After Pretranspiant Type of Histologic Type ——.— 
Age, y Transplant History Transplant Location No. Diagnosis (Clinical) Found Not Done 
4/24 10 - L Elbovv 3 VK Common 3,5 
2736 5 + L Hand 2 VK Common 3 
3750 3 - L Scalp, neck 2 vv Common 2 
4758 10 + Cc Palm 1 VV Common 2,5 əəə 
4 Forearm >10 VV Confluent, flat 3 2, 5,6 
5/59 6 m L Hand 1 VV Common 3,5 
; Forearm 1 VV Common 3,5 2 
8/55 11 + Cc Neck, shoulder 4 VK Common 1,3 2 
7142 6 + Cc Penis, groin >10 CA Condylomata 6 əə 
B/54 3 - Cc Perianal >10 CA Condylomata 3 2, 5,6 
9/42 3 + L Hand 2 VV Common 4 F 
10/53 6 = L Leg 1 VV Common 2,4 5,6 
11/34 18, 4 m 2L Thigh >10 VK Flat, red- 2,4 5,6 
: brown 
Popliteal >10 VK Common 2,4 5,6 
: Hand 1 VV Common 2,4 5,6 
«42/47 8 "b L Hand 1 VV Common 2,4 
13/47 8 + c Shoulder 2 “əs Filiform 4 
Hand >10 VV Common 2 
14/29 4 = L Thumb 1 VV Common 2,4 g 
15/48 11 m C Knee 1 VK Common 2,4 5,6 
Leg 1 VK Common 4 5,6 
Popliteal 1 VK Common 4 5,6 
Thigh 1 K Common sə 
16/59 11 - L Scalp 2 VK Common 2 .. 
17741 7 = L Hand 1 VV Common 4 
i 18/31 8 + L Neck 4 VK Filiform 2,4 
2 Leg >10 VK Flat 2 : 
Hand >10 VK Flat ee 5 
> Groin 1 N Filiform 5. 5 
19/36 6 - C Hand 2 VV Common 2 R 
20737 15 = L Hand >10 VV Confluent 
21/41 13 = L Perianal >10 VK Condylomata 6 
22/38 12 = L Hand 2 SCC Common 2,4 RE 
23/37 4 + c Finger 1 VV Common 4 5,6 
24/69 4 - c Arm 1 VV Common 4 
25/29 11 + L Leg 1 VV Common 2,4 
Hand 1 VV Common 2 
26/51 8 = (0 Finger 2 VV Common 4 
27/38 6 + Cc Thumb 1 K Common , 2,4 
128780 9 + Cc Hand, arm, leg 3 VK Common 4 
“297/43 11 - L Hand 4 K Common 2 
“30/40 3 + Cc Hand 2 VV Common 3 
31/47 5 + C Arm 2 VK Common 
32/45 7 $ L Hand 2 VK Common 2 
33/39 5 ag L Hand 1 VV Mosaic 2 
34/48 6 = L Finger 5 VV Common 2 
35/ t1 3 + Cc Knee >10 VV Common 2 
36/47 11 _ L Hand >10 VV Common 2 


“ "HPV indicates human papillomavirus; VK, verrucous keratosis; VV, verruca vulgaris (common wart); CA, condyloma acuminatum; K, keratosis; . 
N, normal: SCC, squamous cell carcinoma; minus sign, warts absent; plus sign, warts present; L, living-related donor, and C, cadaver donor. 5 








(0.3 mol/L of sodium chloride and 0.03 mol/L sodium RESULTS 


— citrate), in 0.1% SLS and 0.1% sodium pyrophosphate at ee 
room temperature, and for an additional three hours in DNA extracts from the warts of 36 renal trans- 


4X SSC (pH 7.0), 0.1% SLS, and 0.1% sodium pyrophos- Plant recipients were examined for the presence of © 
ate at 50°C. Filters were dried and autoradiographed at HPV DNA under stringent conditions, which do not 
th an intensifying screen. permit the cross-hybridization of HPVs. Human | 
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Extrachromosomal Form 





































Example of Southern blot analysis of human papillomavirus 
(HPV) DNA present in vvarts using HPV-4 and HPV-2 specific 
probes. Filters vvere hybridized, as described in “Patients and 
‘Methods’ section of text, providing stringent hybridization 
conditions in which HPV-4 and HPV-2 do not cross-hybridize. 
Total DNA extracted from single wart of patient 24 is shown to 
contain only HPV-4 DNA, whereas DNA of single wart from 
patient 27 is shown to contain both HPV-2 and HPV-4 DNA. 
Viral DNA in these samples is found in three typical extrachro- 
“"mosomal forms: covalently closed circular (I), nicked-circular 
(i), and linear (III. 


papillomavirus types 1 through 6 were used as 
¿< probes. Of the warts analyzed, HPV DNA was found 
— in 43 (90%) of 48 cases (Table 1). Six types of HPV 
were seen in these samples (Table 2), correlating in 
the majority with the appropriate clinical wart type. 
Although HPV-5 is almost exclusively associated 
with EV, we found hybridization to this HPV DNA 
indicating the presencé of a closely related type such 
as HPV-5 or HPV-8 (both of which are found in 
patients with EV) in four cases, only one of which 
clinically resembled EV. The most common types of 
“HPV observed were HPV-2 (24 cases) and HPV-4 (20 
_ eases), with both of these present in 11 cases (Fig- 
“ure). With hybridization conditions that allowed 
“little or no HPV cross-hybridization (data not 
shown), ten single wart samples were found to 
contain two distinct HPV types. Cutaneous malig- 
“nancy (in this case, squamous cell carcinoma) was 
found in only one lesion, which is a similar propor- 
tion to that found in other studies.’ This lesion was 
also found to contain HPV of two types (HPV-2 and 
HPV-4). No apparent relationship existed between 
the HPV type and a pretransplant wart history, 
- medications, or the type of transplant (ie, living- 
:: related donor or cadaver donor). Histologic study of 
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No. of Positive Samples 
{% of 48 Lesions) 
1 (2) 
24 (50) 
8 (17) 
20 (42) 
4 (8) 
2 (4) 
43 (90) 
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wart tissue correlated with the clinical impression of 
cutaneous lesions. 
COMMENT 

With the advent of renal transplantation as a 
widely accepted form of treatment for chronic renal 
failure came numerous cutaneous complications, as 
described in 1974 by Koranda et al' and many 
authors since that time.”” Among the common der- 
matologic findings of the accompanying prolonged 
immunosuppression are skin infections, particularly 
viral ones, such as verrucae, herpes simplex, herpes 
zoster, cytomegalovirus, and Epstein-Barr virus. 
Reported incidences of verrucae run as high as 43% 
in the study by Koranda and coworkers' of 200 renal 
transplant patients, 42% in Spencer and Andersen’s’ 


Danish study of 75 such patients, and 51% in the 
study by Walder et al” of 135 patients in Australia. 


Similar results are found in a pediatric renal trans- 
plant population, in which 37% exhibited warts.’ 
Most of the patients in these studies had multiple 
warts of the hands, legs, and feet. Adult patients 
often related a history of warts as a child. 

A similar experience is found in this study, with 
the greater majority of patients having warts of the 
extremities, although only about half report warts 
predating their transplants. 

The spectrum of specific types of HPV found in 
this series represents information not previously 
studied in any large group. A prior report has shown 
that HPV-3, associated with the benign EV condi- 
tion, was found in multiple flat wartlike lesions of a 
renal allograft recipient.” Known to be associated 
with a high risk of malignant conversion and previ- 
ously found only in patients with EV, HPV-5 was 
also previously shown to be present in benign and 
malignant lesions of two immunosuppressed renal 
transplant recipients.” More recently, Ostrow et al” 
have shown the presence of HPV-5 in primary squa- 
mous cell carcinomas of two patients with EV and in 
the subcutaneous metastases of one of these 
patients. Although this HPV type was not found in 
the single malignant neoplasm studied herein, cer- 
tainly the increased incidence of HPV-5 infections in 
these renal transplant recipients predisposes this 
population to increased risk of cutaneous malignan- 
cy. Evidence also exists for the presence of the 
HPV-6 genome in genital verrucous carcinomas and 
vulvar carcinoma in situ.” 

In the present study, the finding of a variety of 
HPV types might be expected on the basis of the 
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common warts, parallels the abundance of warts of 
this clinical type. In our study, HPV-2 was found in 
the single malignant neoplasm and has been previ- 
ously found in an oral carcinoma,” although it is not 
clear what role HPV-2 has in this lesion. However, 
the high incidence of type 4, most often seen in 
plantar warts, seems surprising in light of the lack of 
any specimens being taken from the feet and only six 
of 48 specimens being obtained from the leg or thigh. 
Similarly, the extremely low incidence (2% ) of HPV- 
1, usually present in plantar and common warts, 
would not be expected on the basis of its detection in 
11% of common warts in a recent study by fluores- 
. cent antibody and peroxidase-antiperoxidase tests.” 
The finding of a significant number of lesions (16 
< samples) that contain more than one type of HPV is 
in agreement with several previous studies; three 
` distinct papillomavirus genomes have been found in 
warts of a single patient with EV,“ and two distinct 

_ HPV types were documented in single patients with 
‘various wart syndromes.” Even more recent reports 
have elucidated up to as many as nine newly recog- 
nized HPV types in patients with EV.” 

“Of particular interest is the finding of DNAs 
related to HPV types 3 and/or 5 in several patients 
without clinical EV-like lesions. Under conditions of 
this study, the closely related types 3 and 10 or types 
5 and 8 cannot be distinguished. Of these patients, 
six had common warts of the arm, neck, and hand, 
and one patient had perianal condylomata. This 
occurrence is supported by the finding of HPV- 

related viruses in common-type warts, which are 
clinically distinct from flat warts or EV, as reported 
in a meat handler and a veterinarian.” Only one 
patient (patient 11) exhibited the multiple scaling, 
red-brown lesions characteristic of EV, and type 3 
was not evident in those specimens. 

In summary, our study has shown the distribution 
of six well-characterized HPV types in a population 
of renal transplant recipients and shows their sus- 
ceptibility to multiple HPV infections and infections 
with a rather rare type of HPV. 
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Commentary 


Whither the ANA? 
o Ethan A. Lerner, MD, PhD, Michael R. Lerner, MD, PhD 


lasma cells or É cells of patients with autoim- 

mune diseases produce antibodies directed 
against their own tissues. Over the past 40 years, 
both serendipity and the development of new tech- 
— niques have led to a variety of serologic tests for the 
‘detection of such antibodies. An objective of many 
investigators has been to determine the specificity of 
these antibodies in order to delineate subsets of 
— autoimmune diseases (Table 1). The purpose of this 
editorial is to trace the development of some of the 
techniques, their applications, and problems. It will 
become apparent that advancing technology does not 
necessarily lead to a simplified picture with respect 
to antibody specificity and disease states. 





See also p 350. 





The lupus erythematosus (LE) cell test was the 
first serologic method for detecting systemic LE 
(SLE). Its origin dates from 1945, when Hargraves, 
from the Mayo Clinic, Rochester, Minn, visited 
Schleicher and Sharp at Minneapolis General Hospi- 
tal and learned a technique for concentrating bone 
marrow cells.’ He used this technique to test bone 
marrow from patients with diverse conditions. In 
1948, with Morton, a medical resident, he published a 
description of the LE cell? Direct examination of 
- bone marrow was usually unsuccessful in yielding a 
- positive LE cell preparation, whereas the concentra- 
tion technique could yield a positive result. This 
discrepancy resulted from the fact that an incuba- 


tion period was needed for development of the LE 


< cell: Haserick subsequently discovered that serum 
from patients with SLE could create the LE cell 
phenomenon when incubated with normal marrow.’ 
Of note, Haserick’s important discovery sparked a 
controversy in the scientific community because 
"Hargraves attempted to credit himself with the 
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initial observation of the serum factor. Eventually, 
the serum factor was shown to be a y-globulin‘ and 
then an antinucleoprotein antibody.’ 

The LE cell test gained in popularity, employing 
leukocytes rather than bone marrow cells in an assay 
that is performed as follows: antigen is provided in 
the form of the nuclei of leukocytes with membranes 
that have been damaged by procedures such as 
mixing the cells with glass beads or passing them 
through a wire mesh. Antibody is provided by the 
patient’s serum. The antigen-antibody reaction 
results in the appearance of free, round, purplish 
nuclei. Polymorphonuclear leukocytes account for 
the second part of the reaction, the phagocytosis of 
altered nuclear material, which then appears as 
inclusion bodies within the polymorphonuclear leu- 
kocytes. The polymorphonuclear leukocytes contain- 
ing these inclusion bodies are the LE cells. 

In 1971, DuBois’ wrote that the LE cell test was 
still superior to the antinuclear antibody test (ANA) 
because the latter was neither standardized nor easy 
to perform. Ten years later, a review of laboratory 
testing for LE did not even mention the LE cell test." 
As experience with the ANA had grown, it was the 
LE cell test that was comparatively more labor- 
intensive and subject to observer bias. 

Ironically, the seeds for change had been planted 
about the same time the LE cell was described. In a 
classic article from 1950, Coons and Kaplan demon- 
strated that antigen could be detected by fluorescent 
antibody. It was not until 1957 that Friou published 
an abstract and Bardawil et al wrote an article 
demonstrating clinical application of a fluorescent 
ANA (FANA) test." In 1961, Beck described differ- 
ent patterns of nuclear immunofluorescence and the 
test blossomed in popularity.” The FANA test is an 
indirect immunofluorescence assay performed as 
follows: The cell line or tissue substrate is mounted 
on a microscope slide. The material is fixed in 
methanol and the membranes are damaged with 
acetone, thus exposing the internal antigens. The 
test serum containing antibody is incubated on the 
slide and unbound material is washed off. A fluores- 
cent tag to the antibody (usually a fluorescent anti- 
human antibody) is then added and unbound materi- 
al is washed away. The final specimen is examined 
under a fluorescence microscope. 
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Table 1.—Intracellular Antigens and Autoimmune Disease* 
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filament 


: Method of Structure / Primary Disease ‘ 

- Antigen Detection Function Association (% Positive) Source, y 
Double-stranded DNA ` Crifhidia luciliae, Nucleic acid SLE (50%) MeCarty,35 1986, and. 
7: RIA, ELISA Lafer et al,94 1981: 

o Single-stranded DNA RIA Nucleic acid RA, SLE, drug-induced SLE MeCariy,35 1986 
Histones RIA Chromatin SLE (70%), drug-induced SLE Bernstein et al,5° 1985 
: ... (90%) 
48-68 RNA IF, E Nucleolar RNA Scleroderma (50%) McCarty,33 1986 
Sm IF, ID, H, E, ELISA RNA processing SLE (30%) Maddison et al,3" 1985, and 
i Tan and Kunkel,36 1966... 
RNP IF, ID, H, E, ELISA RNA splicing SLE (35%), scleroderma, Sharpe et al,?1 1972, and: 
MCTD (100%) Maddison et al,57 1985 
U1/U2 Snurp ID, E RNA splicing Psoriasis, Raynaud”s Reeves et al,?” 1986 
phenomenon 
: U2 Snurp E RNA processing Scleroderma, polymyositis Mimori et al,38 1984 
Le (SS-B) ID, E, ELISA RNA polymerase SLE (20%), sicca (70%) Maddison et al,3İ 1985, 
i lil transcription and Mattioli and 
Reichlin,39 1974 
Ga IF, E ? SLE Matter et al, “0 1982 
Ma ID, IF ? SLE (20%) Winn et al,4? 1979 
PCNA ID, E Cell division SLE, sicca (1000) Miyachi et al, 57 1978, and 
Ogata et al, 5 1985 
A — 
Scl-70 ID, E Topoisomerase | Scleroderma, CREST (20%) Tan and Rodman,*4 1975, and 
Shero et al,45 1986 
PM-1 ID, C ? Polymyositis (10% to 50%) Wolfe et al, “5 1977 
M ID ? Polymyositis Reichlin and Mattioli,4” 1976 
Cantromere IF Cell division CREST (30%), primary Moroi et al, “5 1980 : 
7: biliary cirrhosis 
"RNA polymerase | RIA Transcription of SLE, MCTD, RA Stetler et al,49 1982.: 
.. RNA 
| -Protein kinase N II RIA Activation of SLE, MCTD ; Stetler et al,50 1984 
RNA ` 
f polymerase | 
‘Nuclear lamins IF, E Nuclear envelope Linear scleroderma McKeon et al,f! 1983 
Rheumatoid arthritis iD ? RA Alspaugh et al,5? 1976 
nuclear antigen 
Ro (SS-A) ID, E, ELISA RNA processing SLE (30%), sicca (70%), Maddison et al,351 1985, and: 
congenital heart block Clark et al,53 1969 
do-1 ID, E Hisiydil tRNA Polymyositis (30%) Nishikai and Reichlin,”” 1980, 
: synthetase and Rosa et al,” 1983: 
FL-7 E Threonyl RNA Polymyositis Mahews et al,55 1984 
A. synthetase 
IF, E Intermediate SLE Alcover et al,57 1984 









































Desmin E Cytoskeleton SLE M.R.L., unpublished. 
observation, 1986 : 
Ribosomes ID, IF, S Protein SLE (10%) Sturgill and Carpenter,©° 1965, 
translation and Elkon et al,®? 1985 
Ribosomal RNA ID, IF, S Protein SLE (10%) Koffler et al,90 1979: 
translation 
Mitochondria IF Energy First-degree biliary cirrhosis, Sattar et al,” 1984 
transduction polymyalgia rheumatica 
- Centriole Cell division Scleroderma Tuffanelli et al,°? 1983 





5 Anti Sm and anti-dsDNA are virtually diagnostic of systemic lupus erythematosus (SLE); the other associations are less specific. RIA indicates” 

T dioimmunoassay; ELISA, enzyme-linked immunoassay; RA, rheumatoid arthritis; IF, immunofluorescence, ID, immunodiffusion; H; hemagglutina- 
ion, E, ‘electrophoresis; ‘RNP; ribonucleoprotein, MCTD, mixed connective tissue disease; Snurp, small: nuclear ribonucleoprotein; PCNA, 
= cell nuclear antigen; C; column chromatography; CREST, calcinosis cutis, Raynaud’s phenomenon, eosinophilia telangiectasia; and s, 7 
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“Table 2.—Patterns of Nuclear İmmunofluorescence 
and Their Disease Associations* 











Disease 


















: < Pattern Antigen Specificity Association 
< i Homogeneous DNA, histone Nonspecific, 

: drug-induced 
chronic 
inflammatory 
disease 

Peripheral Double-stranded DNA SLE 









Scleroderma 
CREST, scleroderma 


| Nucleolar 


Discrete 
speckled 
Particulate 


4s-6s nucleolar RNA 
Centromere (kinetochore) 




















RNP, ‘Sm, and other 
extractable nuclear 
antigens 


SLE and other 
autoimmune 
diseases 






















































*Adapted from Sontheimer et al13: SLE indicates systemic lupus 
erythematosus; CREST, calcinosis cutis, Raynaud’s phenomenon, 
“eosinophilia telangiectasia; and RNP, ribonucleoprotein. 


The description of various patterns of nuclear 
- immunofluorescence has resulted in numerous 
” important contributions." Typically, serum sam- 
:: ples from a group of patients are tested for ANA 
activity, and a correlation is attempted between a 

disease and the ANA pattern. Articles on ANAs 

sometimes conclude with the idea that such data will 
help our understanding of the pathophysiology of the 
disease. Perhaps, but this wealth of accumulated 
information may not help to pigeonhole the individ- 
ual patient’s condition. This fact is exemplified by 
noting that serologic data play a small role in the 
diagnosis of SLE, according to the revised crite- 
< ria.“ 

Despite the immense importance of the FANA 
test, criticisms include the following”: (1) the test is 
not standardized; (2) different investigators mean 
different things when using similar terms, (3) pat- 
— terns can change depending on antibody titers; (4) 
not all substrates are created equally; (5) there is 
considerable observer bias; and (6) different internal 
antigens may yield similar immunofluorescence pat- 
terns. Recent use of the Hep-2 cell line is a major 
step forward in the development of a standardized 
assay, although some specificities will be missed." 
Some of the commonly recognized immunofluores- 
< cence patterns and their respective antigens are 
listed in Table 2. 

_ Beginning in the late 1950s, the pioneering work of 

Kunkel and his outstanding students saw the tech- 
nique of immunodiffusion applied to the detection of 
extractable nuclear antigens (ENAs)." In this simple 
but very important technique, serum is placed in a 
well cut from an agarose gel and antigenic material 
is placed in an adjacent well. Over time, the material 
in the well diffuses. A positive reaction is indicated 
-by the presence of a precipitin line between the two 
_ wells. In a more sensitive modification of this passive 
process, a current is applied between the two wells. 
"This active process is called cownterimmunoelectro- 
< phoresis.” 
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bodies against a variety of saline ENA s and eytoplas- 
mic antigens, many of which are listed in Table 1. A 
good correlation has been made between some of the 
antigens detected by immunodiffusion and immuno- 
fluorescence. (Note the overlap of Tables 1 and 2). 

The limitations of immunodiffusion include its low 
sensitivity, the observation that not all antibodies 
produce a precipitin reaction, and the observation 
that antigenic substrates may vary. The availability 
of standardized reference serum samples has 
improved the specificity of the immunodiffusion 
test.” 

Immunofluorescence and immunodiffusion have 
replaced the LE cell test as diagnostic and research 
tools. These tests have become popular with clini- 
cians because they are quite useful, providing a name 
to cling to (ANA, Sm, speckled) and sometimes a 
number (titer). Two general criticisms of the tests 
are that they are descriptive and that titers often 
bear little relationship to disease activity. As we 
learn about the spectrum of autoantibodies and the 
structure and function of the antigens, these criti- 
cisms may evaporate. Early biochemical studies used 
proteases and nucleases to digest antigens as a 
means of determining if the autoantibody of interest 
reacted with protein or nucleic acid. By these diges- 
tion experiments, it was determined that most ANAs 
were directed against proteins. One apparent excep- 
tion was the observation that the ribonucleoprotein 
(RNP) antigen was sensitive to ribonuclease (RNase) 
while Sm was not.” This distinction formed the basis 
of a sensitive and diseriminating test for antibodies 
to RNP and Sm, namely, hemagglutination. In this 
test, the RNP and Sm antigens, present in thymus 
extract, were tagged to red blood cells (RBCs). The 
RBCs were then treated with RNase and incubated 
with antibody. Anti-RNP activity was lost, whereas 
anti-Sm serum would continue to agglutinate the 
RBCs, although it will be shown below that the RNP 
antigen is protein, not nucleic acid in nature. 

Despite these experiments, little was known about 
the structure and less about the function of the many 
antigens reactive with autoantibodies. This naivete 
began to change in 1979 when Lerner and Steitz used 
patient serum to immunoprecipitate radiolabeled 
antigens.?” In their procedure, RNA was labeled 
with phosphorus 32 and proteins were labeled with 
sulfur 35-methionine. Most of the ENAs turn out to 
be particles comprised of both RNA and protein, 
termed ribonucleoproteins. Some are called Snurps, 
short for small nuclear ribonucleoproteins, while 
others are known as Scyrps, short for small cytoplas- 
mic ribonucleoproteins. Autoantibodies react with 
antigenic determinants on the protein components of 
these particles or complexes. For example, the Snurp 
particle that bears the RNP determinant is com- 
prised of a piece of RNA, called U1, which is 
surrounded by the following nine proteins: 68k, A, B, 
B’, C, D, B, F, and G.” Anti-RNP antibodies usually 
react with the 68k, A, and C proteins of this Snurp. 
The Sm antigen is usually found on proteins B and B’ 
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Immunodiffusion has been used to describe anti- 

















“Snurps-cöntain the individual RNAs called U1, U2, 
U4, U5, and U6. It is apparent that the particle to 
which anti-RNP antibody binds is actually a subset 
of the particles to which anti-Sm binds. This fact 

- explains the partial line of identity in immunodiffu- 
sion assays of anti-RNP and anti-Sm antibodies. If 
anti-RNP and anti-Sm bind to proteins on various 
Snurps, why does the RNase-dependent hemaggluti- 
nation test mentioned above distinguish between the 
antibodies? The answer is not clear. Presumably, 
digestion of the RNA component of the Snurp causes 
the A and C proteins to fall off the particle or to be 
altered in some way such that anti-RNP antibodies 
do not bind.” A similar analysis of Ro and La reveals 
that these antigens are also present on complexes of 
RNA and protein. The Ro and La particles are 
sometimes associated with each other, and this 
observation may explain why anti-La serum some- 
times contains anti-Ro activity. Although the Ro 
particle is found primarily in the cytoplasm and the 
La particle in the nucleus, the overlapping antibody 
activities have created difficulty in using immuno- 
fluoreseence to decide whether these antigens are 
nuclear or cytoplasmic. 

The molecular biologists are so excited by these 
particles that many of the components of the Snurps 
have been cloned and their putative functions 
tested.”* Once it was noted that the Sm and RNP 
antigens were conserved between man and insects, it 
was reasonable to hypothesize that Snurps were 

involved in a process that was important to the 

: organism. These Snurps appear to be involved in 

RNA splicing and processing. What is RNA splicing? 

Genes contain extra DNA, called introns. The DNA 

is transcribed into immature RNA and then pro- 

cessed into mature messenger RNA. In this maturing 
process, the introns are spliced out, hence the term 

RNA splicing. The Ro and La particles are involved 

in the processing of RNA from the nucleus to the 

cytoplasm where the RNA is eventually translated 
into protein. Many details of these processes are still 
uncharacterized. 

In addition to the powerful techniques of radioac- 
tive labeling and immunoprecipitation mentioned 
above, the Western blot has become an important 
tool.” In the Western blot procedure, proteins are 
separated by gel electrophoresis and then trans- 
ferrec to a nitrocellulose or nylon support. Antibody 
in the form of patient serum is incubated with the 
support, and the bands to which the antibody binds 
are detected with a probe. This procedure reveals 
exactiy which proteins bear antigenic determinants. 

The. availability of autoantibodies combined with 

these: three techniques (radioactive labeling, immu- 

- noprecipitation, and Western blotting) is allowing 
for the extensive characterization and determination 
of the important cellular functions of the many 

antigens listed in Table 1. 

Neither these techniques nor enzyme-linked 

« immunoassays"" are quite ready to replace the 
_FANA or immunodiffusion in the clinical laboratory. 
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The former processes are not yet sufficiently repro- 
ducible or not automated enough for use in the 
clinical laboratory.” It is not clear if their extreme 


sensitivity leads to a true loss of specificity. For 


example, although low levels of ANAs have been 
described previously using conventional techniques 
to examine serum from elderly controls, serum from 
young normal control subjects sometimes contains 
autoantibodies as determined by Western blot anal- 
ysis (M.R.L., unpublished observation, 1986). Like- 
wise, this technique reveals that some “anti-Sm- 
specific” serum samples react with more than ten 
different proteins (M.R.L., unpublished observation, 
1986). It is not known if these examples represent 
background “noise” in the immune system, nonspe- 
cific cross-reactivity of certain antibodies with vari- 
ous proteins, or an important pathophysiologic event 
in normal or disease states. Understanding these 
phenomena will lead to a clearer picture of the 
spectrum and causes of autoimmune disease—may- 
be. 


Dr E. Lerner is a Lucille P. Markey Scholar and this work was 
supported in part by a grant from the Lucille P. Markey Charita- 
ble Trust, Miami. Dr M. Lerner is supported by a grant from the 
McKnight Foundation, Minneapolis, and is an assistant investiga- 
tor of the Howard Hughes Medical Institute, Miami. 
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— Observations 


P. Michael Olmstead, MD, George H. Conner, MD 


e A 33-year-old immunosuppressed man developed 
bowenoid papulosis on his genitalia, velvety papules and 
plaques in his mouth, and invasive squamous cell carci- 
noma of his tongue. All three lesions were positive for 
human papillomavirus type 16 (HPV-16). The case pro- 
ides further circumstantial evidence for a role of HPV-16 
epithelial neoplasia. The possible roles of a second 
HPV infection and of immunosuppression are also dis- 
cussed. 

_ (Arch Dermatol 1987;123:363-368) 





"ereasing attention is being focused on the patho- 
genic role of human papillomavirus (HPV) in 
carcinomas.” More than 40 types of HPV have been 
characterized, and types 16 and 18 are frequently 
associated with neoplastic change? 
_... Recently human papillomavirus type 16 (HPV-16) 
-: has been found in lesions of bovvenoid papulosis,*” a 
condition of genital skin, which is so named because 
— its histologic features ‘resemble Bowen’s disease. 
However, it seldom, if ever, progresses to carcinoma. 
Human papillomavirus types 16 and 18 are being 
i implicated i in cervical intraepithelial neoplasia (CIN) 
and in carcinoma of the cervix.” 
- Papillomavirus infections of the oral cavity have 
been recognized for some time. Usually, they are 
benign and associated with “benign” HPV types (eg, 
HPV-6, -11, and -13).>" However, there have been 
Trecent reports of several oral carcinomas, in which 
DNA sequences of HPV-16 have been detected.“ 
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Human Papillomavirus Type 16 in . 
: Bowenoid Papulosis, Intraoral Papillomas, and 
Squamous Cell Carcinoma of the Tongue 


- Donald P. Lookingbill, MD; John W. Kreider, MD, Mary K. Howett, PhD; 


The present case report describes an immunocom- 
promised patient who developed HPV-16 infection on 
the genitalia (bowenoid papulosis) and in the oral- a 
cavity, where it was also associated with a squamous 
cell carcinoma of the tongue. The case provides 
strong circumstantial evidence for the role of HPV- 
16 in the pathogenesis of oral carcinoma. 


REPORT OF A CASE 


A 33-year-old man presented in December 1985 with a 
complaint of swelling on the right side of his tongue of __ 
six-months’ duration. 

In 1971, the patient developed diffuse arthralgias and 
leukopenia; he had a positive lupus erythematosus prepa- 
ration and a positive ANA. Total lymphocyte count was 
500/mm” (0.5 x 10°/L); serum C3 and C4 levels were nor- 
mal. A diagnosis of systemic lupus erythematosus was. .. 
made, and prednisone therapy was started, which he... 
received in daily doses of 10 to 20 mg for the next 14 years. 

His lymphopenia also persisted during this time, with 
lymphocyte counts usually ranging between 250 to 600/ 
mm? (0.25 to 0.60 x 10°/L). 

In January 1979, he was hospitalized at the Hershey (Pa) 
Medical Center for cryptococcal meningitis which was- 
treated successfully with amphotericin B and flucytosine. 
Soon after this hospitalization he noted the development of > 
multiple flat warts on his left arm beginning in an area 
that had been shaved for intravenous therapy (Fig 1). . 

İn 1981, the patient noted the appearance of a warty rash 
on the penis and scrotum that was initially treated unsuc- 
cessfully with liquid nitrogen. He was seen in our clinicin: = 
February 1984, at which time a plaque of confluent papules 
was noted on the scrotum and shaft of the penis (Fig 2). A 
biopsy specimen showed bowenoid papulosis, which vas 
treated with topical 5% fluorouracil cream for 25 days, — 
resulting in marked inflammation without ultimate 
improvement in the lesions, 52 

In April 1984, the patient developed multiple scattered _ 
skin abscesses due to Mycobacteria scrofulaceum, which 
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Fig 1. —Plane warts on arm appeared in 1979. (See Fig 5 for 
pathology.) 





Fig 2.—Bowenoid papulosis of penis and scrotum was first 
noted in 1981 and has remained stable since 1984. (See Figs 6 
and 7 for pathology.) 


was successfully treated with systemic isoniazid and 
rifampin. 

In August 1984, the patient developed painful oral ulcers 
on the lips, gingiva, and buccal mucosa. A clinical diagno- 
sis of aphthous stomatitis was made and the lesions were 
treated with topical corticosteroids. These ulcers waxed 
and waned for the following year. By July 1985, the oral 
ulcers had healed, but the patient began to note swelling of 
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Fig 3.—Mucosal velvety papules and plaques were found 
incidently on examination in December 1985. Similar lesions 
were present on hard palate. (See Fig 8 for pathology.) 





Fig 4.—Squamous cell carcinoma of tongue was noted in 
December 1985. Two hard nodules are present on right side of 
tongue. (See Fig 9 for pathology.) 


the tongue for which he subsequently sought medical 
attention in December 1985. During this time, the bowe- 
noid papulosis of the scrotum had remained stable as had 
the warts on the arm. His dose of prednisone at this time 
was 12 mg/d. His history was negative for tobacco or 
alcohol use. 

An examination disclosed erythematous velvety papules 
and plaques on the hard palate and buccal mucosa (Fig 3). 
There were two hard nodules on the right side of the 
tongue, each measuring 1.5 cm (Fig 4). A biopsy specimen 
of the tongue lesion showed koilocytotic atypia and carci- 
noma in situ. 

Laboratory tests performed in January 1986 disclosed a 
white blood cell count of 9100/mm” (9.1 X 10”/L) and a 
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Fig 5.—Plane vvart on arm. There is hypergranulosis, epidermal 
hyperplasia, and perinuclear vacuolization (koilocytosis) (he- 
matoxylin-eosin, X78). 


Fig 6.—Bowenoid papulosis. Section shows epidermal hyper- 
plasia with koilocytosis and transepidermal dysplasia (hema- 
toxylin-eosin, X50). 


lymphocyte count of 819/mm:? (0.819 X 10°/L). Lymphocyte 
subset evaluation of this peripheral blood specimen 
showed the following counts: pan T cells, 295/mm’ 
(0.295 X 10°/L) (normal, 1000 to 3000/mm: [1.0 to 3.0 X 10°/ 
L]); helper T cells, 180/mm? (0.18 X 10°/L) (normal, 540 to 
1540/mm” [0.54 to 1.54 X 10°/L]); suppressor T cells, 295/ 
mm? (0.295 x 10°/L) (normal, 200 to 800/mm” [0.20 to 
0.80 X 10°/L]); and B cells, 82/mm”: (0.082 X 10°/L) (normal, 
150 to 650/mm: [0.15 to 0.65 X 10”/L). The helper/suppres- 
sor cell ratio was 0.61 (normal, 1.2 to 2.34). Serum tested 
for human T-cell lymphotropic virus type III antibody was 
weakly positive in the enzyme-linked immunosorbent 
assay (ELISA), but negative with the Western blot tech- 
nique. Urinalysis was normal except for seven red blood 
cells per high-powered field. Serum creatinine and serum 
urea nitrogen levels were normal. Antinuclear antibody 
was positive at a titer of 1:80 in a homogeneous pattern. 
Skin tests for purified protein derivative and Candida 
were negative. 

The patient underwent partial glossectomy in January 


Arch Dermatol—Vol 123, March 1987 


Fig 7.—Bowenoid papulosis. This close-up of Fig 4 shows 
koilocytosis and epidermal dysplasia with disorganization, 
increased nuclear cytoplasmic ratio, nuclear hyperchromasia, 
and mitotic figures including atypical forms (hematoxylin-eosin, 
X200). 


Fig 8. —Buccal mucosa biopsy specimen. There is mucosal 
hyperplasia with hypergranulosis, koilocytosis, and mild dyspla- 
sia (hematoxylin-eosin, X200). 





1986. At the time of surgery a sample was taken from the 
center of the tumor and further analyzed as deseribed 
belovv. 


MATERIALS AND METHODS 


Biopsy specimens of the forearm, genital, buccal muco- 
sal, and tongue lesions were examined under light micros- 
copy after being fixed in formalin, embedded in paraffin, 
sectioned, and stained with hematoxylin-eosin. Further 
sections were also stained by an immunoperoxidase meth- 
od for the demonstration of the papillomavirus intranu- 
clear group-specific antigen." 

Separate specimens were obtained fresh from the fore- 
arm, scrotal, buccal mucosal, and tongue lesions and 
analyzed for HPV type-related DNA. The four specimens 
were minced and disrupted in phosphate-buffered saline at 
4°C with a homogenizer (Virtis) at 25000 rpm for 30 
minutes. Supernatants and pellets were separated by 
sedimentation at 11000 g. For detection of HPV DNA in 
the tissue pellet, a 1:4 slurry of tissue pellet in buffer (10 
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Fig 9.— Squamous cell carcinoma of tongue. Sections show 
irregular hyperplasia of squamous mucosa associated with 
deeply invasive, moderately differentiated squamous cell carci- 
noma (hematoxylin-eosin, X23). 


mmol/L of TRIS chloride; 1 mmol/L of ethylenediaminete- 
traacetate; pH, 7.5) was prepared and 100 „L of this 
suspension was dotted onto a nitrocellulose filter. The 
DNA was released from the pellet material and hybridized 
to HPV probes labeled with phosphorus 32 radioisotope as 
previously described.” Probes were of HPV-6, -11, -16, or 
-18 sequences and represented purified inserts from plas- 
mid recombinants of the virus types. All dot blot hybrid- 
izations included positive control filters for HPV-6, -11, 
-16, and -18 DNA. Normal detection of HPV DNA is at the 
level of one to five copies per cell when 20 ug of cell DNA is 
placed on the filter. 


RESULTS 
Light Microscopy 


The biopsy specimen of the forearm lesion showed 
findings consistent with a plane wart (Fig 5). A 
biopsy specimen from the scrotum showed hyperker- 
atosis, parakeratosis, and epidermal hyperplasia 
with transepidermal dysplasia. There was an 
increase in nuclear cytoplasmic ratio, frequent 
mitotic figures, and nuclear hyperchromasia. Peri- 
nuclear vacuolization (koilocytosis) was noted par- 
ticularly in the midepidermis. In the dermis, there 
was a scanty infiltrate of lymphocytes, with vascular 
ectasia and numerous melanophages. The histologic 
features were consistent with bowenoid papulosis 
(Figs 6 and 7). The buccal mucosal lesion showed 
hyperkeratosis, koilocytosis, and mild epithelial dys- 
plasia (Fig 8). 

The specimen from the tongue resection showed a 
deeply invasive, moderately differentiated squamous 
cell carcinoma with koilocytotic change (Fig 9). The 
tumor showed perineural and vascular invasion; 
however, the margins of resection were free of 
cancer. 


Examination for Papillomavirus 


The plane wart from the forearm was strongly 
positive for papillomavirus group-specific antigen as 
determined by the immunoperoxidase method. The 
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Fig 10.—Dot blot hybridization of tissue pellets from homoge- 
nized genital, buccal, and tongue lesions. Samples of each 
pellet were hybridized to DNA probes for HPV types 6, 11, 16, 
and 18. The HPV-16 probe produced positive signal in all three 
specimens and was strongest with tongue carcinoma, which 
also showed weak signal to HPV-11 probe. 


genital, buccal mucosal, and tongue lesions were 
negative. 

Blot dot hybridization analysis of the forearm 
wart tissue showed a strong signal to the HPV-11 
probe, a weak signal to HPV-6, and negative results 
for HPV types 16 and 18. The fresh tissue specimens 
from the scrotal bowenoid papulosis, the buccal 
mucosal plaques, and the tongue squamous cell car- 
cinoma all showed evidence of hybridization to HPV- 
16, under stringent conditions of hybridization and 
washing, with negative results to the HPV-6 and 
HPV-18 probes (Fig 10). The hybridization of HPV- 
18 to the tongue lesion was performed in a separate 
hybridization in parallel with a repeated HPV-16, 
wherein the signal to HPV-18 was negative and the 
HPV-16 was again positive. The tongue carcinoma 
also showed a positive signal with the HPV-11 probe, 
but with a much weaker reaction than to HPV-16 
(Fig 10). This may be due to minor DNA homology 
between HPV-11 and HPV-16, or HPV-11 may actu- 
ally be present in the tongue specimen. Sufficient 
DNA from the tongue specimen was not available for 
Southern blot analysis. 


COMMENT 


Bowenoid papulosis was originally described by 
Lloyd” in 1970; since then, multiple cases have been 
reported.*'”?! The case herein described represents a 
typical case of bowenoid papulosis, both in its clinical 
and histologic appearance. The clinical course of 
bowenoid papulosis is usually benign, and spontane- 
ous resolution of the disease has been described.: 
Typical of many patients with bowenoid papulosis, 
our patient’s genital disease has remained stable 
over five years, neither progressing nor regressing. 

The presence of viral antigens had been detected in 
lesions of bowenoid papulosis,”” and more recently, 
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Skin Lesions Caused by 


Mycobacterium scrofulaceum 


Katherine A. Murray-Leisure, MD; Nancy Egan, MD; Michael R. Weitekamp, MD 


“06 A 32-year-old man with systemic lupus erythemato- 
sus controlled by steroid therapy developed multifocal 
cutanecus abscesses caused by Mycobacterium scrofu- 
faceum. The distribution and evolution of the lesions 
suggested hematogenous dissemination, but he exhib- 
ited no pulmonary or other visceral manifestations of 
systemic mycobacterial disease. The patient com- 
pleted nine months of therapy with isoniazid and rifam- 
pin, and the lesions resolved within five months of 
presentation. 

. (Arch Dermatol 1987; 123:369-370) 


[jismminated mycobacterial infections may 
present with cutaneous, pulmonary, or other 
visceral manifestations in transplant recipients or in 
other immunecompromised hosts.'* Multiple skin 
lesions may occur with infection by Mycobacterium 
tuberculosis (lupus vulgaris), Mycobacterium leprae 
(multibacillary leprosy), Mycobacterium kansasii, 
Mycobacterium marinum, Mycobacterium szulgai, 
„Mycobacterium haemophilum, Mycobacterium chel- 
onae, and Mycobacterium fortuitum.'* We describe a 
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young man from central Pennsylvania with systemic 
lupus erythematosus (SLE) controlled by steroid 
therapy and several noncontiguous skin abscesses 
caused by Mycobacterium scrofulaceum. His infec- 
tion most likely originated from an occult mycobac- 
teremin. 
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REPORT OF A CASE 


On April 27, 1984, a 32-year-old man with SLE controlled 
by steroid therapy presented with three painful, subcuta- 
neous abscesses in the midbody. Three weeks earlier, these © 
abscesses had appeared as deep nodules of the right thigh, 
buttock, and right posterior axilla, that subsequently 
became pustular and then ulcerative. The patient did not 
feel ill and denied fevers, chills, night sweats, weight 1oss, 
cough, arthralgias, or other systemic symptoms. He had no 
history of intramuscular injections, skin trauma, anteced- 
ent skin lesions, or pneumonia. He was a lifelong resident = 
of central Pennsylvania. fuses 

The patient has been maintained on prednisone therapy. 
(15 to 20 mg/d) for seropositive SLE since age 20 years. He 
was hospitalized for cryptococcal meningitis at age 27 
years. Fluorouracil was being administered topically to his. 
scrotum and penis for bowenoid papulosis at the time of 
presentation. 

On examination, the patient was afebrile, appeared well, 
and had no lymphadenopathy. The lungs were clear. The 
thigh lesion that had appeared initially measured 3 x 2em 
and had ulcerated; a small satellite lesion was above it. 
Nodular, fluctuant lesions were present on the right but- 
tock and in the right posterior axillary line (Figure). 
Incision and drainage of the axillary lesion yielded copious 
purulent material with no organisms on Gram’s stain and 
no aerobic or anaerobic growth on routine media. The 
patient received oral erythromycin stearate for 14 days 
without improvement. 

Two weeks later, a skin biopsy specimen was obtained 
from the edge of the nonhealing axillary ulcer. Granulo- ` 
matous inflammation was present with epithelioid histio- 
cytes, lymphocytes, occasional giant cells, foamy macro- 
phages, and a few acid-fast organisms. Four weeks later, — 
another nodule developed in the subcutaneous tissue of the 
posterior right thigh; needle aspiration yielded purulent — 
material with numerous acid-fast bacilli. The patient’s 
chest roentgenogram revealed only calcified granulomata. 
Laboratory studies disclosed the following: white blood cell 
count, 6300/mm? (6.3 X 10°/L) with a normal differential . 
cell count; hematocrit, 43.8% (0.44); and sedimentation 
rate (Westergren method), 57 mm/h. A purified-protein = 
derivative skin test was negative, but no control antigens > 
were tested. Isoniazid (300 mg/d) and rifampin (600 mg/d) 
therapy was administered for nine months without compli- 
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Subcutaneous abscess nodule from right posterior axillary line 
obtained prior to biopsy procedure and subsequent ulcer- 
ation. 


cations. The lesions healed completely within five months 
of presentation and have remained closed for the last two 
years. The patient continues to require low-dose predni- 
sone therapy on a daily basis. 

The skin biopsy tissue and needle aspirates yielded a 
slow-growing, multiply drug-resistant mycobacterium, 
identified at the Centers for Disease Control, Atlanta, as M 
scrofulaceum. The mycobacterium so isolated grew on 
slants (Lowenstein-Jensen medium) as pale yellow colonies 
in both the light and dark and at both 37°C and room 
temperature (24°C). It was biochemically similar to Myco- 
bacterium avium-intracellulare except for the presence of 
urease activity and catalase activity at two weeks’ incuba- 
tion (semiquantitative catalase). Like M avium-intracellu- 
lare, it was resistant to isoniazid, rifampin, streptomycin, 
kanamycin, pyrazinamide, ethambutol, and cycloserine, 
but sensitive to ansamycin or rifabutin. 


COMMENT 


This patient, a yoüng campground worker with 
SLE controlled by steroid therapy, had multiple skin 
abscesses caused by M scrofulaceum. He had no prior 
skin trauma and no other obvious sources of infec- 
tion. The distribution and depth of the lesions sug- 
gest that the abscesses appeared as metastatic 
lesions from an occult mycobacteremia that occurred 
at some time prior to his clinical presentation. In 
1981, the only other case of hematogenously dissem- 
inated cutaneous M scrofulaceum infection (to our 
knowledge) was reported in a renal transplant recip- 
ient from Sydney, Australia.’ 

Some atypical mycobacterial infections, particu- 
larly M kansasii, originate from the lung and cause 
pulmonary disease similar to tuberculosis.** Myco- 
bacterium scrofulaceum, like M avium-intracellu- 
lare and M tuberculosis, also causes cervical lymph- 
adenitis in children, in whom the portal of entry is 
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probably the oropharynx.’ One child with femoral 
lymphadenitis developed a solitary thigh abscess due 
to M scrofulaceum; it was cured by surgical excision 
alone." Mycobacterium scrofulaceum caused localized 
sporotrichoid infection of both hands in an elderly 
woman who regularly cleaned fish aquariums in the 
southern United States," analogous to the “swim- 
ming pool granuloma” reaction seen with M 
marinum. 

Many cases of local skin ulcers and abscesses have 
been associated with the fast-growing (Runyon 
group IV) mycobacteria, M fortuitum and M chelon- 
ae. Disseminated, nonleprous, nontuberculous, 
atypical mycobacterial disease occurs almost exclu- 
sively in immunocompromised hosts and is frequent- 
ly associated with visceral involvement and clinical 
illness.** Our patient was unique in that he had 
neither systemic illness nor an obvious source of his 
infection. The distribution, depth, and evolution of 
the nodules and abscesses suggest that the patient 
had hematogenous disease at some point prior to the 
appearance of the skin lesions, similar to a case of M 
haemophilum infection reported in 1982. Because of 
the multiple lesions in noncontiguous areas, this case 
also belongs in group III C (hematogenous spread 
with nodules or abscesses) of Beyt’s classification 
scheme for cutaneous mycobacterial infections.’ As 
with the similar case reported from Australia,' our 
patient recovered completely from the M scrofula- 
ceum infection without recurrence after two years of 
follow-up. The patient was treated successfully with 
nine months of isoniazid and rifampin despite in 
vitro drug resistance of the organism. 


References 


1. Abbott MR, Smith DD: Mycobacterial infections in immuno- 
suppressed patients. Med J Aust 1981;1:351-353. 

2. Beyt BE, Ortbals DW, Santa Cruz DJ, et al: Cutaneous 
mycobacteriosis: Analysis of 34 cases with a new classification of 
the disease. Medicine 1981;60:95-109. 

3. Davis BR, Brumbach J, Sanders WJ, et al: Skin lesions caused 
by Mycobacterium haemophilum. Ann Intern Med 1982;97:723- 
724. 

4. Wallace RJ, Swenson JM, Sileox VA, et al: Spectrum of 
disease due to rapidly growing mycobacteria. Rev Infect Dis 
1983;5:657-679. 

5. Lloveras J, Peterson PK, Simmons RI, et al: Mycobacterial 
infections in renal transplant recipients: Seven cases and a review 
of the literature. Arch Intern Med 1982;142:888-892. 

6. Simpson GL, Raffin TA, Remington JS: Association of prior 
nocardiosis and subsequent occurrence of nontuberculous myco- 
bacteriosis in a defined, immunosuppressed population. J Infect 
Dis 1982;146:211-219. 

7. Bolivar R, Satterwhite TK, Floyd M: Cutaneous lesions due to 
Mycobacterium kansasii. Arch Dermatol 1980;116:207-208. 

8. Gorse GJ, Fairshter RD, Friedly G, et al: Nontuberculous 
mycobacterial disease: Experience in a southern California hospi- 
tal. Arch Intern Med 1983;143:225-228. 

9. Lai KK, Stottmeier KD, Sherman IH, et al: Mycobacterial 
cervical lymphadenopathy: Relation of etiologic agents to age. 
JAMA 1984;251:1286-1288. 

10. Sowers WF: Swimming pool granuloma due to Mycobacteria 
scrofulaceum. Arch Dermatol 1972;105:760-761. 

11. Hamrick JH, Maddux DW, Lowry EK, et al: Mycobacterium 
chelonei facial abscess: Case presentation and review of cutaneous 
infection due to Runyon group IV organisms. Pediatr Infect Dis 
1984;3:335-340. 


Lesions—Murray-Leisure et al 











Gangrenosum of the Head and Neck? 


Stuart Wernikoff, MD; Carolyn Merritt, MD, Robert A. Briggaman, MD, David T. Woodley, MD 


. e Malignant pyoderma is a rapidly progressive ulcer- 
ating process of unknown origin that predominantly 
affects the head and neck of young adults. Malignant 
pyoderma has been considered distinct from pyoderma 
gangrenosum because of the predominant head and neck 
location of the ulcers and because the ulcers lack under- 
mining and surrounding erythema. A case of a 22-year-old 
woman with a severe ulcerative process predominantly 
affecting the head and neck is described. A review of the 
literature indicates that malignant pyoderma and pyoder- 
ma gangrenosum are almost certainly identical disor- 
ders. 

(Arch Dermatol! 1987; 123:37 1-375) 


M “irnant pyoderma was first described in 1968 

by Perry et al" and was defined as “an idiopath- 
ic process consisting of necrotizing ulcers affecting 
the face, neck, and upper trunk that was responsive 
to systemic corticosteroids.” Subsequent reports 
have indicated that there are three central features 
of malignant pyoderma that distinguish it from 
pyoderma gangrenosum: (1) the atypical location of 
the lesions, (2) the lack of associated systemic dis- 
eases, and (3) the absence of undermined borders and 
erythema around the ulcers. 
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In this report, we describe a 22-year-old woman 
with inflammatory bowel disease who developed 
painful, undermined, burrowing ulcers that were 
predominantly localized to the face and neck. Her 
disease responded to a combination therapy of pred- 
nisone and dapsone. We feel that this patient had 
pyoderma gangrenosum with a prominent facial 
distribution of her ulcers, and that her disease is the 
same as that reported previously as malignant pyo- 
derma. In our view, malignant pyoderma is simply 
an anatomic variant of pyoderma gangrenosum that 
predominantly affects the head and neck. Further- 
‘more, we do not feel that the term malignant pyoder- 
-ma is helpful because the process is not malignant, is 
not a true pyoderma, and, except for its distribution, 
is indistinguishable from pyoderma gangrenosum. 


REPORT OF A CASE 


A 22-year-old woman was admitted to North Carolina 
Memorial Hospital, Chapel Hill, for evaluation of rapidly 
progressive facial and neck ulcerations. Six months prior 
te admission, evaluation of an 18-month history of inter- 
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mittent abdominal pain and bloody diarrhea and findings 
of a sigmoidoscopic examination and a rectal biopsy led to 
a diagnosis of ulcerative proctitis. The patient was treated 
for four months with prednisone (40 mg/d), which resulted 
in marked improvement in her gastrointestinal symptoms. 
Several weeks after discontinuation of prednisone therapy, 
the patient developed multiple papulopustular lesions on 
her face and neck as well as an exacerbation of her 
gastrointestinal symptoms. One month prior to admission, 
she was hospitalized and treated with intravenous penicil- 
lin G for a presumed pyoderma of her face. Antibiotic 
therapy resulted in no change in her facial lesions but led | 
to improvement in her bowel symptoms. Two weeks prior 
to admission, the patient was diagnosed as having pyoder- 
ma faciale and she was treated with oral isotretinoin (40 
mg twice a day) and oral cephalexin (250 mg four times a 
day). While on this regimen, the papulopustular lesions on 
her face and neck rapidly broke down and ulcerated. She 
developed similar ulcerative lesions on her trunk, arm, and 
thigh. Five days prior to admission, the diagnosis of 
pyoderma gangrenosum was considered, and the patient 
was started on a course of prednisone (60 mg/d) and was 
referred to North Carolina Memorial Hospital for admis- 
sion. 

On admission, the patient had pustules and undermined, 
burrowing ulcers of the mandibular areas of the face and 
neck (Fig 1). In addition, she had discrete annular under- 
mined ulcers with erythematous rolled borders on the 
upper part of her left arm, her left breast, and the anterior 
aspect of her right calf, and numerous, small, punctate 


ulcers on the upper part of her back (Figs 2 and 3). Results = . 


of the remainder of the physical examination were unre- 
markable: the patient had no fever, inflamed joints, 
abdominal tenderness, or 
Results of the laboratory studies were unremarkable 
except that the patient’s hemoglobin was 11.1 g/dL (111 
g/L) (normal, 12.3 to 15.7 g/dL [123 to 157 g/L)) and the 
hematocrit was 35.3% (0.35) (normal, 38.0% to 47.0% [0.38 
to 0.47), and the stools were guaiac positive. Results of the 
following laboratory tests were normal: chemistry group, - 
peripheral leukocyte count, serum protein electrophoresis, 
CH50, VDRL, urinalysis, and glucose-6-phosphate dehy- 
drogenase. A biopsy specimen from an ulcer edge showed 
ulceration into the dermis, with a dense dermal infiltrate 
at the base comprised predominantly of neutrophils. There 
was no evidence of vasculitis. Special stains for fungi and 
bacteria were negative. Results of direct immunofluores- 
cence on perilesional skin were negative for immunoglobu- 
lin and complement deposits. 

The patient’s dosage of prednisone was increased to 180 
mg/d, on the first hospital day, and she markedly 
improved over one week, with a noticeable decrease in the 
erythema and undermining of the edge of the ulcers. Her 
dosage of prednisone was tapered over a four-week period 
to 70 mg/d. Dapsone (150 mg/d) was added to the regimen 
at this time. The patient's condition is currently well 
controlled on a regimen of dapsone (100 mg/d) and predni- 
sone (50 mg every other day). Her ulcers have completely 
healed, but they have left unsightly cribriform scars (Fig 
4). Her anemia was corrected with iron replatem 
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neurologic abnormalities. — 










Fig 1.—Extensive deep ulceration of patient’s face showing 
marked undermining and erythema of ulcer borders (arrovvs). 





Fig 3.—Multiple typical ulcers of pyoderma gangrenosum 
scattered on back and shoulders. Note undermined erythema- 
tous border of each ulcer (arrows). 


therapy, and she continued to be without gastrointestinal 
symptoms throughout her hospital course. 


COMMENT 


In 1968, Perry et al' coined the term malignant 
pyoderma to describe three patients who had a 
necrotizing, ulcerative pyoderma of unknown origin 
that predominantly affected the face, neck, and 
upper part of the trunk. These lesions progressed 
despite antibiotic therapy but were controlled with 
systemic corticosteroid therapy. The clinical findings 
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Fig 2.—Typical ulcerations of pyoderma gangrenosum occur- 
ring on patient’s chest and left arm. These ulcers are charac- 
terized by undermined erythematous borders (arrow). 





Fig 4.—After six weeks of prednisone therapy and addition of 
dapsone to regimen for one week, ulcers have healed leaving 
extensive hypertrophic and cribriform scars. 


did not conform to Perry and coworkers’ concept of 
Pyoderma gangrenosum. Two of the three patients 
died, and Perry and coworkers used the term malig- 
nant pyoderma to provoke discussion and to convey 
their concern with the seriousness of the disease. 
To our knowledge, nine cases of malignant pyoder- 
ma have been reported (Table 1, patients 1 through 
9).'* Because of these cases, malignant pyoderma has 
been further defined as a progressive locally destruc- 
tive ulcerating skin disease that predominantly 
affects the head and neck of young adults.’ There is a 


Malignant Pyoderma — VVernikoff et al 


d Table 1.—Reported Cases of Malignant Pyoderma and 
- Pyoderma Gangrenosum of the Head and Neck 


Patient 
No. /Age, 
y/Sex 


Clinical 
Description 


Area of 
involvement 


Table 1.—Reported Cases 


Malignant Pyoderma and 


Pyoderma Gangrenosum of the Head and Neck (cont). 


Source, y 


No./Age, 


Patient 7. 
Clinical 
Description 


Area of 


y/Sex invoivement 








. Source, y 


| Perry et ai,’ 
T1968 


Malignant Pyoderma 


1/17/M 


Periauricular 
region of 
the face 
and neck, 
upper part 
of the 
trunk 


Deeply undermined 
ulceration with 
elevated indu- 
rated border 


Pyoderma Gangrenosum 


Dechard et al, 8 10/16/M Head, scağu- Facial ulcerations 


1974 


with undermined 
edges 


la; thighs; 
lower. ex- 
tremities 








2/44/M 


Periauricular 
region of 
the face 
and neck; 
right hand; 
forearm 


Deep necrotic ul- 
cer with irregular 
edges and red 
violaceous 
borders 


McCarthy and 
Fields, "7 
1931 


Extensively under: > 
mined ulceras =: 
tions with bluish `: 
boggy appear- = 
ance and .in- 
flamed surround~ 
ing zone 


11/28/F Head and 
neck 








3/22/F 


Periauricular Multiple punched- 
region of out ulcerative 
the face lesions 
and neck; 
upper part 
of the 
trunk 





Anderson,” 
1978 


: w her and 
Poh-Fitzpa- 
‘trick? 1978 


Salassa et al,4 
1981 


4/47/F 


Ulcer with elevated 
indurated bor- 
der, deeply 
undermined 


Cheek; fore- 
head 





5/22/M 


Ulcerations with 
vegetative un- 
dermined bor- 
ders; all lesions 
had surround- 
ing areola of 
erythema 


Periauricular 
region of 
the face 
and neck; 
upper part 
of the 
trunk 





6/15/M 


Periauricular 
region of 
the face 
and neck; 
upper part 
of the 
trunk 


Multiple large ul- 
cers with well- 
defined borders 
and no peripher- 
al erythema 


Snyder, "5 1986 


Superficial ulcer- 
ative. border was. 
cribriform, dark. 
purple, and’ 
undermined 


12/40/M Scalp 





All ulcerations 
were under- 
mined 


13/69/M Right cheek; 
leg; nasal 
bridge 





Larger undermined 
ulcerations. were 
present in left 
preauricular 
region 


14/29/M Face; back; 
extremities 





Ulcerations were 


15/33/M Scalp : 
deeply undermined i 





Superficial ulcer- 
ation involving 
left temple with 
an erythematous 
and deeply un- 
dermined border 


16/56/M Face: upper 
extremities 





Ulcer border was 
purpie to red 
and undermined 


17/64/M Left posterior 
auricular re- 
gion 





Powell et al, 15 
1983 


Typical lesion of 
pyoderma gan: 
grenosum 


18/7/F Right cheek 





7/32/M 


Huge, purulent, 
necrotizing ulcer 


Periauricular 
region of 
the face 
and neck, 
upper part 
of the 
trunk 


Happle et ai,2° 
1977 


Ulcer (6 X 10cm} 
with highly iri- 
2 flamed margin 


19/64/M Left temple 








Powell and Win- 
kelmann,5 
: 1983 


8/21/M 


Multiple ulcers vvith 
elevated edges, 
borders vvere 
not undermined 
and there was 
no zone of 
surrounding 
erythema 


Periauricular 
region of 
the face, 
upper part 
of the 
trunk 


Peachy,”" 1974 


20/21/F Scalp Multiple crusted 
granulomatous 
areas scattered 
throughout the 


scalp 





Kark et al,?? 
1981 


21/46/F Scalp; midline Multiple suppura- 
of face, tive necrotic uf- 
back cerations with 

violaceous 
borders 








9714/M 


Head, neck; 
back, leg 


Multiple ulcers; 
borders vvere 
not undermined 
and surrounding 
skin was unin- 
flamed 
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Present case 


22/22/F Periauricular 
region of 
the head 
and neck; 
upper part 
of the trunk; 
lower part of 
the legs 


Undermined 
ulcers. with 
erythematous 
rolled borders 


Malignant Pyoderma— Wernikoff. et al: 





—— Table 2.—Comparison of Malignant Pyoderma 
and Pyoderma Gangrenosum 


Features 


Malignant 
Pyoderma 


Pyoderma 
Gangrenosum 





Clinical description 
of ulcer 


irregular, elevated 
borders vvith no 
undermining 
and no sur- 
rounding ery- 
thema or ne- 
crosis 


Well-defined borders, 
with violaceous, 
extensively under- 
mined edges sur- 
rounded by zone 
of erythema 





Origin 


Unknown 


Unknown 





Areas affected 


Head and neck 
predominantly 


Lower extremities 
and trunk, most 
commonly, but can 
affect any site 





Age range 


15-47 y 


First to ninth decade 
of life, with the av- 
erage age being 
40y 





“Development of le- 
sion 


Spontaneous or 
pathergic 


Spontaneous or 
pathergic 





Associated sys- 
temic disease 


None 


Some cases 





Associated neuro- 
logic dysfunc- 
tion 


Some cases 


No ı 





Histopathologic 
feature 


Massive accumu- 
lation of neutro- 
phils in dermis 


Massive accumula- 
tion of neutrophils 
in dermis 





Bacteriologic find- 
ings 


Nonspecific 


Nonspecific 





Course 


Rapidly progres- 
sive with pro- 
longed chronic 
course 





Therapy 


Responds to high- 


dose systemic 
corticosteroid 
therapy 


Rapidly progressive 
with prolonged 
chronic course, or 
initially slowly pro- 
gressive 

Responds to high- 


dose systemic cor- 


ticosteroid therapy 





male predominance with a predilection for involve- 
ment of the preauricular region.’ The lesions begin as 
papulopustules that rapidly enlarge and ulcerate and 
extend relentlessly despite local treatment.’ The 
ulcers have irregular borders with no undermining, 
‘surrounding erythema, or necrosis.” The lesions may 
develop spontaneously or at sites of trauma.’ There is 
no associated systemit illness (although one patient 
subsequently developed Wegener’s granulomatosis). 
Findings of histologic examination of an ulcer edge 
are nonspecific, often showing features of abscess 
formation.** Cultures from the ulcer do not yield 
significant pathogens.** The disease has a consistent 
response to high-dose systemic steroid therapy.’ 
Four of the nine patients have had neurologic distur- 
bances (three with transient cranial nerve palsies 
and one with transient unilateral sensorimotor loss 
and mental confusion).'* Malignant pyoderma is held 
-distinct from pyoderma gangrenosum by virtue of its 
atypical location and the clinical appearance of the 
ulcer.“ 
Pyoderma gangrenosum is also a chronic ulcer- 
ative disease of unknown origin. The lesions charac- 
- teristically begin as crops of pustules that undergo 
“central necrosis and extend peripherally to produce 
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ulcers,’ The ulcers are characterized by 
undermining and necrosis of the subcutaneous tissue 
and a surrounding zone of erythema.’ There may bea 
female preponderance,’ and the disease has been 
described to occur anytime from the first to the 
ninth decade of life, with most occurring in patients 
30 to 50 years of age.” The lesions are most commonly 
located on the lower extremities and trunk, but any 
area of the body may be affected.’ The ulcerative 
process may occur spontaneously or at sites of trau- 
ma." The lesions either follow a course that is 
rapidly progressive or one that is recurrent and of 
limited extent.” The histopathologic findings are 
nonspecific, showing an ulceration with a neutro- 
philic infiltrate. Bacteriologic findings are nonspe- 
cific and varied.’ In many cases there is associated 
systemic disease, including ulcerative colitis,” rheu- 
matoid arthritis," regional enteritis,” chronic active 
hepatitis,” lymphoreticular malignancy," and para- 
proteinemia." 

As outlined in Table 2, there are many similarities 
between pyoderma gangrenosum and malignant pyo- 
derma. A major distinction is that the ulcer of 
malignant pyoderma is characterized by the absence 
of undermining and surrounding erythema. Howev- 
er, in four of the nine cases of malignant pyoderma 
reported (patients 1, 2, 4, and 5 in Table 1), the ulcers 
are described as either undermined or surrounded by 
erythema. In only three of the cases (patients 6, 8, 
and 9) are the ulcers described as having no sur- 
rounding erythema and no undermining. In one case 
(patient 7) there is insufficient clinical description of 
the ulcer,’ and in one case (patient 3) the diagnosis of 
granulomatous vasculitis or Wegener’s granuloma- 
tosis was subsequently made. 

Another distinction between pyoderma gangreno- 
sum and malignant pyoderma is the predominant 
location of the ulcers on the head and neck in 
malignant pyoderma. However, there have been 13 
prior cases (Table 1, patients 5 and 10 through 21)*** 
in which ulcerative lesions of pyoderma gangreno- 
sum predominantly affected the head and neck. Nine 
of the patients were male and four were female. 
Seven of the patients had an associated systemic 
disease. Nine of the 18 patients responded to high- 
dose systemic corticosteroid therapy. 

To our knowledge, Dechard et al“ (Table 1, patient 
10) reported the first case of pyoderma gangrenosum 
occurring predominantly on the head and neck. 
Walther and Poh-Fitzpatrick’ (Table 1, patient 5) 
described a patient with multiple vegetative ulcers of 
the head and neck who had the classic morphological 
features of pyoderma gangrenosum. They diagnosed 
the case as pyoderma gangrenosum with an atypical 
distribution, although it has been considered to be 
malignant pyoderma by others.’ Recently, Snyder" 
reported six cases of pyoderma gangrenosum in 
which the head and neck region was the major site of 
the ulcerative skin disease. In all cases, the ulcers 
were characterized by a border that was undermined 
and/or erythematous. Snyder” felt that malignant 
pyoderma and pyoderma gangrenosum might not be 
distinct entities. These cases illustrate the point that 
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extensive 







involvement in pyoderma gangrenosum as well as in 
malignant pyoderma. 

Our patient’s clinical appearance, the lack of 
underlying causes, and the disease’s response to 
prednisone therapy are similar to those reported by 
Snyder. Our view is that malignant pyoderma repre- 
-sents an anatomic variant of pyoderma gangrenosum 
— that predominantly affects the head and neck. Both 
— malignant pyoderma and pyoderma gangrenosum 
begin as primarily pustular lesions” that rapidly 
ulcerate and heal with cribriform and hypertrophic 
scarring. Like pyoderma gangrenosum, malignant 
pyoderma is characterized by pathergy.** Both disor- 
ders have recurrent, relapsing, prolonged clinical 
courses*” and respond to high-dose systemic cortico- 
steroid therapy.””””” Histopathologic findings of 
abscess formation have been reported in both dis- 
eases. 

Although underlying systemic disease has been 
reported only in pyoderma gangrenosum, this associ- 
ation may be artifactually skewed, since an ulcer- 
ative process that appears with a systemic disease 
such as ulcerative colitis may be called by definition 
pyoderma gangrenosum and not malignant pyoder- 
ma. 

The morphological features of malignant pyoder- 
ma uleers have been reported to be distinct from 
those ef pyoderma gangrenosum ulcers, since there 
is a lack of undermining and surrounding erythema. 
However, we and others (“impersonal” communica- 
tion from both reviewers of this manuscript) have 

-seen patients with pyoderma gangrenosum who have 
— ulcers with these atypical morphological features. 

` Transient neurologic symptoms have been re- 
ported in malignant pyoderma and not in pyoderma 
gangrenosum.'* Three of the four patients with 
malignant pyoderma who had neurologic abnormali- 
ties had transient cranial nerve palsies. One of the 
affected patients probably had Wegener’s granulo- 
matosis and not malignant pyoderma. One patient 
had a transient unilateral sensorimotor loss. Howev- 
er, he was receiving dapsone, which can produce 
many adverse reactions affecting the nervous sys- 
tem.” Perhaps these transient cranial nerve distur- 
bances are related to deep ulcerations occurring on 
the head and neck region that abrogate normal 
cranial nerve function by local invasion and inflam- 
mation. As more cases of pyoderma gangrenosum of 
the head and neck are reported, it will be interesting 
to see if transient neurologic symptoms are related 
to the anatomic location of the ulcers. 

Due to the number of similarities between the two 
diseases, it appears that the distinction between 
pyoderma gangrenosum and malignant pyoderma is 
unnecessary. The term malignant pyoderma is 
-unhelpful because it does not provide more precise 
clinical information and has misleading connota- 
< tions. Patients with malignant pyoderma have not 
had a clinical course different from those with 
pyoderma gangrenosum and should not, therefore, be 
assiñed as having malignant pyoderma to indicate 
more serious illness. 
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undermined, erythematous borders do represent an 
entity distinct from pyoderma gangrenosum. Howev- 
er, we and others have seen pyoderma gangrenosum __ 
ulcers with atypical morphological features, includ- _ 
ing some with minimal or no undermining. Addition- _ 
al cases will need to be examined before this can be __ 
determined. .. 
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 Periorbital Basal Cell Carcinoma 


Requiring Ablative Craniofacial Surgery 


Harvey M. Rosen, MD, DMD 


e Four patients with recurrent, periorbital basal cell 
carcinoma and who ultimately required craniofacial com- 
posite orbitectomies are presented. Common clinical 
< features included medial canthal and eyelid location of 

tumors, multiple previous surgical procedures, and mor- 
_phealike clinical appearance of the tumor. Common his- 
_tologic features included extensive, dense hyaline fibro- 
“SİS and perineural invasion. Because of the extensive 
-soft-tissue and osseous involvement, all patients 
required composite resection of the orbit, the ethmoidal 
sinus, the orbital contents, and the soft tissue of the 


eyelids, brow, and temporal region. This required an 


intracranial approach utilizing a frontal craniotomy and 
distant flap coverage of the resultant defect. Emphasis is 
placed on the early, aggressive, and complete surgical 
resection of such lesions, before orbital invasion has 
occurred, so subsequent mutilating surgery may be 
avoided. 

= (Arch Dermatol 1987; 123:376-378) 


S (Generally speaking, basal cell carcinoma grows 
KA slowly and behaves in a relatively benign, non- 
- aggressive fashion. It responds well to most forms of 
 treatment." Metastases are rare.”” However, a small 
proportion of basal cell carcinomas do grow in a 
locally aggressive fashion with invasion of muscle, 
bone, and cartilage.“ This aggressive behavior may 
— result from the location of the tumor rather than 
“from its innate, malignant potential, ie, periorbital 
tumors may tend to recur because of the reluctance 
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to perform a wide resection in this area.’ 

The object of this report is to present four patients 
with locally aggressive, periorbital basal cell carci- 
nomas who eventually required composite orbitecto- 
my and ethmoidectomy via a transcranial approach 
to eradicate the tumor. Common clinical and histo- 





For editorial comment see p 331. 





logic parameters seen in this patient group may alert 
the clinician to a particularly aggressive lesion. Once 
again,’ the need to adequately treat such periorbital 
basal cell carcinomas when first seen is emphasized 
so that subsequent, extensive ablative surgery may 
be avoided. 


PATIENTS AND METHODS 


Four patients, aged 65 to 78 years, presented with 
recurrent periorbital basal cell carcinoma with invasion of 
the orbit and ethmoidal sinus. All patients had morphea- 
like or fibrotic lesions (Figs 1 and 2). An average of 3.2 
prior operative procedures had been performed on each 
patient in an attempt to eradicate the tumor. None had 
been irradiated. Three of the four tumors had originated in 
the medial canthal region. One had originated in the upper 
eyelid. All patients had orbital computed tomographic 
scans demonstrating invasion of the orbital walls, orbital 
contents, and ethmoidal sinuses. Two of the four patients 
had ocular displacement and abnormal extraocular move- 
ments (Fig 1). 

All patients underwent craniofacial composite resection 
of the eyelids, brow, and soft tissue of the temporal fossa, 
the bony orbit and orbital contents, and the ethmoidal 
sinus. This was performed through a scalp incision and 
frontal craniotomy (Fig 3). Two patients also had frontal 
sinus resections. Three of the four patients required dis- 
tant flap coverage of the resection defect with a trapezius 
muscle skin flap (Fig 4). 

All four patients had two histologic features in common: 
extensive dense hyaline fibrosis and perineural invasion 
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Fig 1.—Male patent, 71 years of age, 
with recurrent basal cell carcinoma 
involving skin of the right upper eyelid, 
forehead, and temporal region. Note low- 
er level of right eye, ptosis of right upper 
eyelid (third-nerve involvement), and pre- 
vious surgical scar on right side of fore- 
head. 


medial canthal 


.5— ” ` E G 
Fig 4. —Tvvo-year postoperative photograph of patient in Fig 1. 
Trapezius muscle skin flap in place. 
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Fig 2.—Seventy-five-year-old patient 
with recurrent basal cell carcinoma of left 
region (arrows) with 
microscopic invasion of both eyelids. 








í “A” 

Fig 3.—Resection defect of patient in Fig 
1. Nose is at right, right ear at bottom. 
Skull exposed through previously used 
sagittal incision. Frontal bone bar 


remains betvveen orbitectomy and hemi- 
frontal craniotomy. Note dural defect 
(arrovvs). 





Fig 5.—Photomicrograph demonstrating perineural invasion 
(hematoxylin-eosin, X 400). 
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Fig 6.—Photomicrograph demonstrating partial loss of nuclear 
palisading about periphery and squamous differentiation (he- 
matoxylin-eosin, X400). 
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(Fig 5). Two of the four specimens den nstrated loss of 
nuclear palisading and squamous differentiation (Fig 6). 
All patients have been followed up fer a minimum of two 
years. There have been no cutaneous recurrences, and 
‘computed tomographic examination has documented no 
‘recurrences at the orbital apex. 


COMMENT 
-The fact that a small percentage of basal cell 
-carcinomas behave in a locally aggressive fashion 
with extensive tissue destruction is well docu- 
‘mented. The morphological designation of fibrotic 
or morphealike basal cell carcinoma tends to act in 
-such a fashion. The question of whether “adequate 
— therapy” was not truly adequate and residual tumor 
= cells were left behind has been raised.’ It has been 
” suggested that “tumors located near the eye or 
-nasolabial fold are often excised inadequately 
because of general reluctance to sacrifice any more 
tissue in these areas than is absolutely necessary.” 
Histologic features predictive of aggressive behav- 
ior of basal cell carcinomas have been cited." 
“Among these are nerve sheath invasion,’ loss of 
“nuclear palisading, and stromal hyalinization.’ The 
histologic designation of basosquamous carcinoma 
-has been associated with a more aggressive lesion, 
— although there is much debate as to whether this is a 
valid histotype." 
Important common denominators among all four 
- patients of this group include the clinical parameters 
of periorbital location, especially originating at the 
medial canthus, fibrotic or morphealike lesions, mul- 
tiple previous operations, and the histologic findings 
— of extensive hyaline fibrosis and nerve sheath inva- 
gion. Two of the four patients had histologic findings 
-consistent with the diagnosis of basosquamous or 
metatypical basal cell carcinoma.”" The virulent 
nature of the tumors and the protracted clinical 
courses of these patients substantiate prior reports,” 
ie, basal cell carcinomas with these characteristics 
«should be treated aggressively and thoroughly when 
initially seen. If eyelid ptosis, abnormal extraocular 
- movements, or an intraorbital mass is suspected, 
-computed tomographic examination is mandatory. 


1. Roak H, Wilkinson DS, Ebling FSG: Textbook of Dermatolo- 
gy, ed 2. Boston, Blackwell Scientific Publications Inc, 1972, vol 2, 
pp 1952-1959. 
000002. Koeh H, Pfeifle K, Kriedler J: On the biological behaviour of 
+. basaliomas. J Maxillofac Surg 1975;3:35-36. 
8..Farmer ER, Helwig EB: Metastatic basal cell carcinoma: A 
” elinicopathologie study of 17 cases. Cancer 1980;46:748-757. 
v0 4, Pinkus H, Mehregan AH: A Guide to Dermatohistopathology. 
-East Norwalk, Conn, Appleton-Century-Crofts, 1969, p 459. 
5. Assor D: Basal cell carcinoma with metastases to bone. 
Cancer 1967;20:2125-2132. 
6. Kopf AW: Basal cell carcinoma, in Fitzpatrick TB (ed): 


378. Arch Dermatol—Vol 123, March 1987 


Once orbital involvement has 
the decision must be made as to whether an intracra- 
nial approach is required. If the orbital roof. or 
superior part of the medial orbital wall is involved, a 
frontal or hemifrontal craniotomy is performed 
prior to the tumor resection so the frontal lobes can 
be protected and any dural tears can be securely 
repaired. Resurfacing of the defect, particularly the 
undersurface of the frontal lobes, with vascularized 
flap tissue will minimize the morbidity normally 
associated with such extensive resections. In partic- 
ular, a cerebrospinal fiuid fistula and meningeal and 
cerebral sepsis may occur when the paranasal 
sinuses remain in direct contact with surgically 
manipulated dura. The application of muscle flaps 
with vigorous blood supplies to the dura will help 
prevent such disastrous complications. 

This seemingly radical approach enables the 
tumor to be widely resected in a safe, controlled 
fashion and, in fact, increases the operability of 
tumors once thought unresectable. Using modern 
craniofacial surgical technique, the entire orbit, eth- 
moidal sinus and cribriform plate, and frontal sinus 
can be ablated en bloc, representing the only realistic 
chance of cure in such patients. At present, insuffi- 
cient numbers of patients have been treated with 
this technique to provide meaningful five-year cure 
rates. Nevertheless, surgical en-bloc resection of the 
involved craniofacial region seems preferable to 
radiotherapy, an ineffective treatment modality once 
osseous invasion has occurred. 

It is emphasized that the surgery described herein 
is indicated in only a very small percentage of 
patients with recurrent periorbital basal cell carci- 
noma. When initially seen, morphealike lesions must 
be treated aggressively. Fear of aesthetic or func- 
tional deformity should not alter the necessary 
resection needed for cure, since skin grafts or local 
flaps can satisfactorily reconstruct this region. If 
appropriate and adequate treatment is initially ren- 
dered to this small subset of patients, the need for 
ablative craniofacial surgery may be largely 
avoided. 
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been documented, — 


Spontaneous Regression of Perianal 


Extramammary Paget’s Disease 


After Partial Surgical Excision 


C. B. Archer, MD, MRCP; J. B. Louback, MD; D. M. MacDonald, MA, MB, FRCP 


e A 62-year-old woman presented with a three-year 
history of a pruritic perianal lesion, which was histologi- 
cally confirmed to be perianal extramammary Paget’s 
disease. Partial surgical excision of the lesion was fol- 
lowed by complete spontaneous regression of the resid- 
ual plaque. 

(Arch Dermatol 1987; 123:379-382) 


ince the first clinical description of extramamma- 
ry Paget’s disease in 1889,' there has been con- 
siderable disagreement regarding the pathogenesis 
and natural history of the disease. The frequency of 
failure to make the correct clinical diagnosis has 
been emphasized, and this disease is likely to be 
more common than realized. 





For editorial comment see p 331. 





We herein describe a patient with perianal extra- 
mammary Paget”s disease in whom a two-stage 
surgical excision was planned. Nine months after 
partial excision of the lesion, there was spontaneous 
regression of the residual involved area, and there 
has been no recurrence during two more years of 
follow-up. 


REPORT OF A CASE 


A 62-year-old woman presented with a three-year histo- 
ry of a pruritic perianal lesion. Her general practitioner 
had diagnosed “an eczematous disorder” and had pre- 
scribed a number of topical steroid preparations, which 
neither improved the appearance of the lesion nor relieved 
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the pruritus. She had been otherwise well. On examination, 
there was an erythematous excoriated plaque in the peri- 
anal region, extending bilaterally and anteriorly to involve 


Fig 1.—Excoriated erythematous plaque in perianal region. 
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Fig 2.— Skin biopsy specimen. Numerous Paget’s cells are 
confined to epidermis with mixed inflammatory cellular infiltrate 
in upper dermis (hematoxylin-eosin, X200). 


the perineum. The intractable pruritus was unusual, and 
close inspection of the lesion revealed a definite raised 
margin within a surrounding area of maceration (Fig 1). 
Clinically, a diagnosis of lichen simplex chronicus was 
considered, but a skin biopsy specimen was obtained from 
each side of the anus to exclude less common possibilities, 
such as extramammary Paget’s disease and Bowen’s dis- 
ease. Results of the physical examination were otherwise 
normal. 


Histopathologic Findings 


Histopathologic examination of hematoxylin-eosin- 
stained sections from each side of the anus revealed 
numerous Paget’s cells confined to the epidermis, eccrine 
sweat ducts, and hair follicles (Fig 2). At higher power (Fig 
3), these large cells were seen to contain large round or 
oval nuclei and abundant pale vacuolated cytoplasm. They 
were mucin-secreting, periodic acid-Schiff positive, and 
diastase resistant (Fig 4), with a strong affinity for alcian 
blue and Southgate’s mucicarmine. 

In addition to there being no invasion of the dermis, 
there was no evidence of associated malignancy, particu- 
larly in the rectum. Proctoscopy, sigmoidoscopy, a barium 
enema, pelvic ultrasound examination, chest roentgeno- 
gram, and a full blood cell count were all normal. 


Management and Clinical Course 


A two-stage surgical excision of the lesion was planned. 
Surgical excision of the part of the lesion on the left side of 
the anus was performed, and the edges of the excised tissue 
were examined microscopically. The left-sided plaque was 
incompletely excised on two aspects, toward the vulval 
extremity and on the edge of the specimen lateral to the 
anus. Split-skin grafting and subsequent pinch grafting of 
the wound area were unsuccessful, and over a three-month 
period the lesion site healed by granulation. During this 
time, the patient experienced extreme discomfort, and it 
was decided to postpone excision of the part of the lesion 
on the right side of the anus. She was followed up in the 
clinic and six months later was noted to have diffuse 
enlargement of the right breast. Mammography, however, 
was normal, and both open and needle biopsy specimens of 
the breast revealed no evidence of malignancy. 

Nine months after the left-sided excision, there was no 
longer clinical evidence of extramammary Paget’s disease 
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round or oval nuclei and abundant pale vacuolated cytoplasm 
(hematoxylin-eosin, X400). 


on the right side of the anus. Four elliptic skin biopsy 
specimens, two from the right side and two from the left 
side of the anus, showed no evidence of extramammary 
Paget’s disease. One of the biopsy specimens from the right 
side of the anus revealed only a light and patchy lympho- 
plasmacytic infiltration in the upper dermis. The patient 
has been followed up in the outpatient clinic for a further 
two years, and there has been no evidence of recurrence to 
date. 


COMMENT 


An unusual feature of this case of extramammary 
Paget’s disease was the banal clinical appearance 
more suggestive of lichen simplex chronicus, a com- 
mon perianal complaint. The clues to diagnosis were 
the definite edge of the lesion and the history of 
intractable pruritus, not relieved by repeated appli- 
cations of topical steroids. In two of the most exten- 
sive clinicopathologic studies of extramammary Pag- 
et’s disease, a perianal distribution was seen in 6% 
and 35%, respectively,” and pruritus was the most 
common symptom. 

The usual clinical presentation of extramammary 
Paget’s disease is that of an erythematous plaque, 
which may be scaly, eroded, or frankly ulcerated. 
Failure of clinical diagnosis is frequent. Suggested 
alternative diagnoses often include leukoplakia, 
eczema, superficial fungal infection, and Bowen’s 
disease. The histologic differential diagnosis 
includes mammary Paget’s disease, pagetoid Bow- 
en’s disease, pagetoid malignant melanoma, and 
pagetoid mycosis fungoides. Random biopsy speci- 
mens of normal-appearing skin outside the clinical 
edge of a lesion of extramammary Paget’s disease 
may reveal histopathologic evidence of the disease’; 
for this reason, we carried out biopsies of skin of 
normal clinical appearance. 

The histogenesis of extramammary Paget’s dis- 
ease is disputed. The sites of involvement are those 
where apocrine glands are numerous; in the series of 
Helwig and Graham, the lesions appeared to arise 
from apocrine structures. This view has been chal- 
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Fig 4.—Skin biopsy specimen. Periodic acid-Schiff-positive, 
diastase-resistant, mucin-secreting cells appear in epidermis 
(X400). 


Fig 5.—Perianal region stressing scarring on left side of anus 
as result of surgery nine months previously but with clinically 


normal skin on right side. 


lenged, however, by Jones et al,? who found apocrine 
gland involvement in only three of 55 cases of 
extramammary Paget’s disease but eccrine gland 
involvement in 48 cases. More recent immunohisto- 
chemical studies of mammary and extramammary 
Paget’s disease, employing carcinoembryonic anti- 
gen (CEA) and apocrine epithelial antigen, support 
the suggestion that Paget’s cells originate in the 
sweat ducts and undergo an apocrine differentia- 
tion.“ In the latter study, all cases of extramammary 
Paget’s disease showed positive labeling of Paget’s 
cells with CEA and apocrine epithelial antigen, 
supporting the concept of an apocrine origin. Adja- 
cent keratinocytes and melanocytes did not stain 
positively with CEA. 

Spontaneous regression of a variety of cancers has 
been observed’ and may be partial or complete. In the 
skin, regression of primary malignant melanoma” 
and basal cell carcinoma? is well documented. To 
our knowledge, this is the first report of spontaneous 
regression of extramammary Paget’s disease. The 
mechanism of spontaneous regression of tumors is 
not clearly understood but is reported to depend on 
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the immunologic response of the host to the neo- 
plasm.“ It is of interest that a role for surgical 
trauma has been implicated. In 176 cases of sponta- 
neous regression of cancer, 71 (40% ) were associated 
with previous operative intervention,’ and, in animal 
studies, operative trauma has been demonstrated to 
induce the synthesis of antibodies.” Cell-mediated 
immune responses, however, are depressed after 
surgery in both animals” and humans.” 

The prognosis in patients with extramammary 
Paget’s disease is difficult to predict. Helwig and 
Graham’ reported a grave outlook, particularly in 
patients with perianal involvement. Twelve of the 14 
patients with perianal lesions had either underlying 
adnexal carcinoma, adenocarcinoma of the rectum, 
or adenocarcinoma of the breast, and nine of these 12 
patients died during a follow-up of one month to 12 
years (median, three years). Jones et al” reported 
dermal involvement in 11 of 55 cases but, in these 
patients, found no evidence of “underlying primary 
adenocarcinoma of the skin.” Only two of their cases 
were associated with adenocarcinoma of adjacent 
epithelial structures (one cervical and one rectal 
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adenocarcinoma). In their series, the prognosis was 
good, with only two deaths during a follow-up of one 
to 18 years (mean, five years). In neither of the cases 
had Paget’s cells initially been confined to the epi- 
dermis and its adnexal structures, as in the majority. 
Both studies have considered that surgical excision is 


the treatment of choice but that local recurrence 
after excision occurs commonly. In our case, howev- 
er, it appears both clinically and histologically that 
the residual plaque of extramammary Paget’s dis- 
ease spontaneously regressed following partial sur- 
gical excision of the perianal lesion. 
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ə Nevus sebaceus rarely occurs as part of a syndrome 
consisting of central nervous system and ophthalmologic 
abnormalities. We describe a case of nevus sebaceus 
associated with an epibulbar complex choristoma and 
colobomas of the optic disc and peripapillary choroid, 
“and review the dermatologic, ophthalmologic, and neuro- 
logic literature on the nevus sebaceus syndrome. When 
associated with other developmental abnormalities, 
nevus sebaceus and epidermal nevus have erroneously 
been considered to be a single entity. In this article, we 
delineate and emphasize the ophthalmologic abnormali- 
ties associated with the nevus sebaceus syndrome. 

(Arch Dermatol 1987; 123:383-386) 














hile nevus sebaceus is a relatively common 

lesion, the nevus sebaceus syndrome, organoid 
nevus phakomatosis, or Jadassohn’s nevus phakoma- 
tosis, is much less frequently encountered.’ In 1962, 
= Feuerstein and Mims’ first suggested that nevus 
-= gebaceus may be associated with central nervous 
system abnormalities and that this complex repre- 
sents a distinct neurocutaneous syndrome. As of 
1984, only 41 cases of the nevus sebaceus syndrome 
had been reported, and since then only a few more 
cases have been described.’ 

Nevus sebaceus and epidermal nevus or nevus 
unius lateris have frequently been considered to be 
the same entity when associated with central ner- 
yous system and ophthalmic abnormalities. This fact 
has caused confusion about this syndrome.** We 
. describe a case of nevus sebaceus associated with 
: + major ophthalmic developmental abnormalities (epi- 
ie bulbar complex choristoma and coloboma of the optic 

disc and peripapillary choroid) and review the der- 
matologic, ophthalmologic, and neurologic literature 
on this syndrome. 


REPORT OF A CASE 


A 17-year-old girl presented to the ophthalmology clinic 
because of a fleshy conjunctival tumor on the surface of 
her right eye. This lesion was present since birth and 
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. Nevus Sebaceus Associated With 
Major Ophthalmologic Abnormalities 


“Dayna G. Diven, MD; Alvin R. Solomon, MD; Marsha C. McNeely, MD; Ramon L. Font, MD 


increased in size over the past two years. She claimed that: 
pigmented nevi on her right thigh and scalp had also been. 
present since birth. She had noticed that a rough-surfaced 
nodule at the vertex of the scalp recently became more 
prominent. There was no history of convulsions or cardio- 
vascular problems. : 

On examination, there were no apparent neurologic. 
deficits other than slow mentation, although this latter- 
observation was not formally quantified. Ophthalmologic 
examination disclosed two lobulated conjunctival tumors. 
on the right eye, both of which were elevated and firm (Fig. 
1). Funduscopic examination of the right eye showed a. 
large coloboma involving the optic dise and peripapillary 
choroid. Visual acuity was 20/50 in the right eye and 20/20: 
in the left eye. Cutaneous examination results were nega- 
tive, except for three lesions. On the right thigh and the - 
left temple were two approximately 2 X 8-em hairy, irreg- ` 


ular pigmented macules with smooth, sharply demarcated 


borders. The surface of both of these macules was covered 
with a dense growth of darkly pigmented coarse hairs. 
Clinically, these two lesions were typical congenital hairy 
nevocellular nevi. The third lesion was on the vertex of the 
scalp. It was a 4 X 3-cm, verrucous, atrichous, flesh-colored 
plaque with sharply demarcated borders, a typical nevus 
sebaceus (Fig 2). 

Laboratory examination results included a normal com- 
plete blood cell count. A chest roentgenogram showed no 


abnormalities of the lungs, heart, or great vessels. Promi-. 


nent transverse processes of the seventh cervical vertebral. 
body were noted. Roentgenograms of the pelvis showed no. 
abnormalities. Skull radiographs demonstrated minimal 
hyperostosis frontalis, nonaeration or nondevelopment of. 
the left frontal sinus, and minimal calcification of the 
petroclinoid ligament. 
Incisional biopsies were performed on the pigmented ` 
macule on the left temple and the verrucous plaque on the 
vertex of the scalp, and two excisional biopsy specimens _ 
were taken from the tumors on the right eye. : 
An incisional biopsy specimen from the pigmented. mac- 
ule on the left temple showed sheets of ordinary nevus cells- 
throughout the reticular dermis and surrounding the — 
adventitia of large hair follicles. These findings suggest 
the histologic diagnosis of a congenital nevocellular 
nevus. 
The incisional biopsy specimen from the verrucous 
plaque on the scalp (Fig 2) showed the histologic features 
of a nevus sebaceus. In addition to papillomatous acantho- 
sis, large sebaceus lobules opened directly into follicular - 
infundibula, in which only rudimentary or no hair shafts 
were present (Fig 3). Dilated ectopic apocrine glands and. 
several epidermoid eysts vvere present in the reticular 
dermis. These are the histologic features of a postpubertal 
nevus sebaceus. 
The biopsy specimen from the nasal limbal conjunctiva : 
of the right eye showed an intact conjunctival epithelium _ 
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Fig 1.—Right eye. Two lobulated subconjunctival tumors 
extend onto cornea partly obscuring iris. Larger superolateral 
mass is plaque of hyaline cartilage. Smaller nasal limbal mass 
(arrowhead) is lipodermoid tumor. 





Fig 2.—Nevus sebaceus present on vertex of scalp. 


overlying a stroma containing dense bundles of collagen 
admixed with lobules of adipose tissue and scattered 
capillaries. No adnexal structures were present (Fig 4). 
These are the histologic findings of a subconjunctival 
lipodermoid. R 

The biopsy specimen from the larger superotemporal 
mass on the right eye was composed entirely of bars of 
hyaline cartilage and fibrous connective tissue (Fig 5). 

The juxtaposition of a subconjunctival lipodermoid and 
hyaline cartilage is diagnostic of an epibulbar complex 
choristoma. 


COMMENT 


The nevus sebaceus is a common complex hamar- 
toma. The importance of making the diagnosis of 
nevus sebaceus primarily relates to the fact that 
basal cell carcinoma, and, rarely, other malignant 
neoplasms, may arise in this lesion.” In 1962, Feuer- 
stein and Mims? reported two cases of children with a 
linear nevus sebaceus associated with convulsions 
and mental retardation. Both of these lesions were 
on the midline of the face. These authors are usually 
credited with defining this complex, but as Zaremba‘ 
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Fig 3.—Histologic features of nevus sebaceus include papillo- 
matosis, hypertrophic sebaceous lobules, and dilated apocrine 
glands (arrovv). Several epidermoid eysts are seen on right 
(hematoxylin-eosin, X40). 





admixed vvith lobules of adipose tissue and dilated capillaries 
(hematoxylin-eosin, X 100). 


points out, Jadassohn’ commented on this associa- 
tion in 1895. Marden and Venters" reported a third 
case several years later. Their patient had convul- 
sions and mental retardation as vvell as skull defor- 
mities and various ophthalmologic abnormalities, 
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Fig 5. —Superolateral subconjunctival tumor composed of bar 
of ordinary hyaline cartilage (hematoxylin-eosin, X 100). 


including colobomas of the irides and choroid and 
lipodermoids. As physicians began to recognize this 
association, linear nevus sebaceus associated with 
convulsions and mental retardation was elevated to 
the status of a syndrome and classified among the 
phakomatoses, which include neurofibromatosis, 
tuberous sclerosis, encephalotrigeminal-angiomato- 
sis (Sturge-Weber disease), ataxia-telangiectasia, 
and von Hippel-Lindau disease.” The distinction 
between nevus sebaceus syndrome and epidermal 
nevus syndrome became blurred in the nondermato- 
logic literature, since both of these cutaneous lesions 
may be associated with other developmental abnor- 
malities. As a result, many cases of nevus sebaceus 
associated with neurologic and ophthalmic abnor- 
malities were included under the rubric of the epi- 
dermal nevus syndrome.* This is unfortunate, since 
nevus sebaceus can be easily separated from epider- 
mal nevus clinically and histologically. The term 
epidermal nevus is commonly used to describe a 
group of cutaneous hamartomas linked together by 
common clinical and histologic features. Linear epi- 
dermal nevus, nevus unius lateris, and nevus verru- 
cosus are some of the names given to variants of 
epidermal nevus. Clinically, epidermal nevi tend to 
be linear or figurate, flesh-colored, and slightly 
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Ophthalmologic Abnormalities of the Nevus 
Sebaceus Syndrome 


Source, y 


Marden and Venters, 10 
1966 


Monahan et al, 5 1967 


Lantis et al, 1? 1968 


Sugarman and Reed,?0 
1969 
Tripp et al,2! 1971 


Haslam and 
VVirtschafter,?? 1972 


Holden and 
Dekaban, 1? 1972 


Mollica et al,?35 1974 


Besser,24 1976 


Leonidas et al,?5 1979 


Marks and 
Tomasovic, "5 1980 
Wilkes et al, 5 1981 


Moskovvitz and 
Honig, '4 1982 


Gooskens et al, 18 
1983 
Sehgal et al,2® 1984 


Clancy et al,” 1985 


Present study 


Ophthalmologic Abnormality 


Bilateral lipodermoids, 
colobomata of irides, 
chorioretinal coloboma, 
extensive vascularization of 
the cornea 

Bilateral conjunctival 
choristomas, bilateral 
corectopia; partial 
vascularization of the cornea; 
choroidal coloboma 

Unilateral coloboma of upper lid; 
conjunctival dermoid tumor 

Unilateral dermoid of cornea 


Bilateral dermoid tumors; 
““staphyloma” of sclera 

Unilateral oculomotor paralysis; 
narrow lid fissure; conjunctival 
lipodermoid 

Unilatera! chorioretinal coloboma; 
hemangioma of sclera and 
conjunctiva 

Unilateral conjunctival 
lipodermoids 

Bilateral colobomata of irides; 
coloboma of optic disc; 
conjunctival ‘‘pannus’’; 
strasbismus 

Unilateral conjunctival dermoids; 
anisocoria; decreased pigment 
in retina; enlarged palpebral 
fissure 

Bilateral hypopigmented wedges 
of retina 

Unilateral corneoscleral limbal 
choristoma; coloboma of optic 
disc; intrascleral choristoma 
(cartilage and bone) with total 
retinal detachment 

Unilateral conjunctival 
lipodermoid; coloboma of optic 
disc 

Bilateral corneal lipodermoids; 
macrophthalmia 

Unilateral conjunctival 
lipodermoid; coloboma of 
upper eyelid 

Unilateral lipodermoid; coloboma 
of optic disc 

Unilatesal epibulbar complex 
choristoma; coloboma of optic 
disc 





raised with sharp borders. Histologically, they are 
characterized by various alterations of the epidermis 
alone. Nevus sebaceus is usually easily recognized 
clinically by the characteristic yellow to orange color 
and its sharply demarcated, waxy, pebbly surface. 
The postpubertal histologic appearance of nevus 
sebaceus, as opposed to epidermal nevus, shows 
characteristic abnormalities of adnexal structures, 
in addition to changes in the epidermis. Hyperplasia 
of the sebaceous lobules, hair follicle aberrations, 
and the presence of ectopic apocrine glands are some 
of the adnexal abnormalities seen in nevus seba- 
ceus. 
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syndrome include seizure disorder, electroencephalo- 
graphic abnormalities, mental retardation, general- 
ized hypotonia, spastic quadriparesis, hemiparesis, 
hemihypesthesia, hemianopia, and supranuclear 
gaze paresis. Cerebral malformations include corti- 
cal atrophy, enlarged ventricles (often asymmetri- 
cally enlarged), macrocephaly, congenital arachnoid 
eysts, hydrocephalus, leptomeningeal hemangiomas, 
< and other cortical vascular hamartomas.**""” 
Although the neurologic features are often 
- stressed, ocular abnormalities are also frequently a 
part of the nevus sebaceus syndrome. In their review 
- of 16 cases of nevus sebaceus syndrome, Holden and 
Dekaban” found the incidence of ocular malforma- 
tions to be 5076. The most common abnormalities are 
= conjunctival lipodermoids and choristomas, as well 
as colobomas of the uvea, optic disc, and/or 
— lids.**""* Mierophthalmia, macrophthalmia, anoph- 
- thalmia, ectopic displacement of the pupils, heman- 
gioma of the sclera and conjunctiva, and colobomas 
of the retina have also been described‘ (Table). Our 


| patient had only unilateral ocular involvement, but 


the epibulbar choristomas of the nevus sebaceus 
syndrome are frequently bilateral, complex, and 
extensive (Table). Other associated developmental 
abnormalities include skeletal anomalies, especially 
of the skull, as well as malformations of the heart, 
vessels, and urogenital system.’ 

It is likely that the cause of the nevus sebaceus 
syndrome is the anomalous development of the neu- 


Neurologic manifestations of the nevus sebaceus 





malities. The nevus sebaceus itself may represent 
abnormal ectodermal development at a later stage of 
embryonic life. 

Two unusual features were present in our case. 
Most cases of the nevus sebaceus syndrome are 
associated with either a linear, large, or systema- 
tized nevus sebaceus. Our patient had a single nevus 
sebaceus that was neither particularly large nor 
especially linear. The second unusual feature was the 
coexistent congenital nevocellular nevi on the thigh 
and temple. Neither multiple congenital nevocellular 
nevi nor nevus sebaceus are uncommon; thus, it is 
most likely that this combination of nevus sebaceus 
and congenital nevocellular nevi occurred by chance 
alone. Giant congenital nevocellular nevi may occur 
in association with neurologic abnormalities and 
cerebral anomalies; to our knowledge, they have not 
been associated with the ophthalmologic manifesta- 
tions present in this patient.” 

In summary, we describe a case of a solitary 
ordinary nevus sebaceus associated with multiple 
major developmental ophthalmologic abnormalities. 
This case illustrates another important reason for 
the recognition of the nevus sebaceus, in addition to 
the possibility of a basal cell carcinoma or other 
malignant neoplasm arising within it. Although 
rare, ophthalmologic and neurologic abnormalities 
may be associated with even a small nonlinear nevus 
sebaceus. 
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roectoderm that occurs before the fourth week of : 
gestation, resulting in brain, skull, and ocular abnor- 
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Iododerma Occurring After 


Orally Administered Iopanoic Acid 


— Olga Boudoulas, MD; Ronald J. Siegle, MD; Ronald E. Grimwood, MD 


6 A 45-year-old man with multiple myeloma developed 
iododerma after oral cholecystography with iopanoic 
acid. The lesions appeared two days after two exposures 
to iopanoic acid given within one week. To our knowl- 
edge, this is the first reported case of iododerma in 
association with multiple myeloma and orally ingested 
radiocontrast dye. 

(Arch Dermatol 1987; 123:387-388) 


- Pododerma is a skin eruption that occurs as a 

consequence of iodide ingestion.’ It is character- 
ized by tender pustules or vesicles, which coalesce to 
form nodular, often vegetating lesions with central 
ulceration. Iododerma usually affects the areas of 
the skin with the highest concentration of sebaceous 
glands. This includes the face, neck, and back; how- 
ever, the trunk, extremities, and mucous membranes 
may also be affected.’ Most cases of iododerma have 
been secondary to potassium iodide therapy used for 
the treatment of such entities as asthma, chronic 
bronchitis, hyperthyroidism, and sporotrichosis. 
There is a recent report of iododerma occurring after 
the administration of potassium iodide drops for 
thyroid protection during an iodide fibrinogen 
uptake test to detect phlebothrombosis of the legs.‘ 
Todides given intravenously as a contrast substance 
in radiologic procedures have also precipitated 
iododermas.** 

The following case report describes an iododerma 
developing after an orally delivered iodide contrast 
dye in a patient with multiple myeloma. A review of 
the literature disclosed only one other report of 
iododerma after orally administered iopanoic acid,’ 
and no reports of this condition occurring in patients 
with multiple myeloma. 
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REPORT OF A CASE 


A 45-year-old man presented to the Dermatology Clinic 
of the Columbus, Ohio, Veterans Administration Medical 
Center in July 1985, with a two-week history of an eruption 
on his face, neck, trunk, and extremities. The patient had 
taken six iopanoic acid tablets (Telepaque, Winthrop Lab- 
oratories Division of Sterling Drug Inc, New York) for an 
oral cholecystogram twice within a week. Two days after 
the last dose, he developed a skin eruption, which had been 
steadily worsening since then. 

A physical examination disclosed multiple 0.05- to 2-cm 
vesiculopustular, vegetating, nodular lesions, with ulcer- 
ation predominantly on the face, neck, and trunk (Fig 1). 
There were a few scattered lesions on the extremities. 

Laboratory test results included the following values: 
white blood cells, 10000/mm” (10 x 10°/L); hemoglobin, : 
10.2 g/dL (102 g/L); hematocrit, 30.8% (0.308); platelets, 
209 000/mm?” (209 x 10°/L); aspartate aminotransferase, 76 
U/L; lactate dehydrogenase, 219 U/L; serum urea nitrogen, 
28 mg/dL (0.28 g/L); serum creatinine, 1.5 mg/L (0.0015 
g/L); total protein, 14.5 g/dL (145 g/L); and serum albu- 
min, 2.2 g/dL (22 g/L). Results of a urinalysis were normal - 
except for 1+ protein. Skin scrapings prepared with potas- 


sium hydroxide and Giemsa’s stain were negative for fungi 


and viral giant cells, respectively. Cultures of lesional skin 
biopsy specimens were negative for bacteria, fungi, and 


mycobacteria; viral cultures for herpes simplex and herpes © 


zoster were also negative. A skin biopsy specimen obtained 
from a back lesion stained with hematoxylin-eosin showed 


acute inflammatory cells, primarily polymorphonuclear... . 
leukocytes, which were present in the dermis with areas - . 
demonstrating focal karyorrhexis. The epidermis vas 


acanthotic, with an ulceration present on the margin of the 
specimen. 
The diagnosis of acute iododerma was made. Because of 


the progression of skin lesions, the patient was started on . 
40 mg of prednisone daily. There was a 50% clearing of the 


skin lesions in one week. When the abnormal proteins were 
discovered, the patient was admitted to the Veterans 


Administration Hospital in Dayton, Ohio, where the diag- oS 
nosis of multiple myeloma was established. This diagnosis _ 


was based on the presence of a monoclonal gammopathy 
(IgG), Bence Jones protein in the urine greater than 100 


mg/d, reduced serum IgM and IgA levels, and 15% plasma- > . 
eytosis of the bone marrow. Treatment for the multiple — 
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Facial 
lesions. 


vievv demonstrating nodular, 


vegetating pustular 


myeloma followed an established protocol defined by the 
Southwest Oncology Group, San Antonio, Tex, consisting 
of vincristine sulfate, melphalan, cyclophosphamide, pred- 
nisone and vincristine, carmustine, doxorubicin hydrochlo- 
ride, and prednisone for remission induction therapy. 
During his three-week hospitalization, the skin lesions 
completely resolved. The most recent examination six 
weeks after the initiation of therapy disclosed only postin- 
flammatory hyperpigmentation. 


COMMENT 


Iododerma and bromoderma have long been recog- 
nized as cutaneous reactions to the halogen group of 


drugs. Fluoroderma is a similar entity, and has been 
described as a reaction to fluoride in patients who 
receive prophylactic fluoride treatment. 

The diagnosis of iododerma can usually be estab- 
lished from its characteristic cutaneous eruption and 
a history of iodide intake. Iodides, not uncommonly, 
produce dermatologic reactions including urticaria, 
diffuse erythema,‘ and pustular psoriasis.” Iodides 
may also be responsible for unexplained fever, ade- 
nopathy, swelling of the salivary glands, coryza, and 
pulmonary edema." It is important to be aware of the 
signs and symptoms of halide hypersensitivity, 
because, if unrecognized, they may lead to serious 
and permanent disfigurement and, rarely, death. The 
lesions of iododerma may mimic other diseases 
including blastomycosis, pemphigus vegetans, syphi- 
lis, tuberculosis, mycosis fungoides, glanders, 
anthrax, and metastatic tumors, including lympho- 
ma, leukemia, and non-Hodgkin’s lymphoma. 

The pathogenesis of iododerma is not clear; howev- 
er, an immunologic mechanism has been suggested. 
Rosenberg et al” proposed that iodides may combine 
with serum protein and produce an allergic hyper- 
sensitivity reaction that is cell mediated. 

The diagnosis of iododerma in this case was based 
on the historical, clinical, and histologic findings 
described above. Metastatic infiltrative lesions of 
multiple myeloma were considered, but the histolog- 
ic findings ruled out this possibility. We have found 
no other reported cases of iododerma and multiple 
myeloma in the literature, making this case unique. 
The significance of a paraproteinemia and iodide 
ingestion is unknown. 

The treatment of iododerma is limited and usually 
involves discontinuance of the iodide preparation 
with subsequent resolution of the cutaneous erup- 
tion. There is evidence that use of systemic steroids 
may be helpful.” Our patient had a rapid response 
(50% clearing in one week) to steroids that were 
given before treatment of the multiple myeloma. It is 
possible that the patient’s condition would have 
resolved without steroid therapy, although the erup- 
tion was progressing when we saw him. 

Iopanoic acid should be added to the list of com- 
pounds that can precipitate iododermas. 
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Localized Bullous Pemphigoid 


A Mimic of Acute Contact Dermatitis 


Richard J. Salomon, MD, Robert A. Briggaman, MD, Stuart Y. Wernikoff, MD, Allan L. Kayne, MD 


e A case of localized bullous pemphigoid that mim- 
icked an acute contact dermatitis around a stoma site is 
presented. The diagnosis vvas confirmed by direct immu- 
nofluorescence and by indirect immunofluorescence on 
1.0 mol/L of sodium chloride split skin. A revievv of the 
literature demonstrates 30 previous vvell-documented 
cases of localized bullous pemphigoid. As in our case, 
local factors such as trauma, ultraviolet light, or topical 
therapy seem to be frequently implicated in the produc- 
tion of lesions. The possibility that these patients might 
othervvise have subclinical bullous pemphigoid vvas con- 
sidered. The disease has a benign course and generally 
responds to cessation of exacerbating factors and initia- 
tion of topical steroid therapy. 

(Arch Dermatəl 1987;123:389-392) 


f paie bullous pemphigoid (LBP) is a rare blis- 

tering eruption characterized by chronic recur- 
rent localized lesions with clinical, histopathologic, 
and immunofluorescent features of bullous pemphig- 
oid (BP). It is generally accepted that this disease 
occurs in two forms: one with scarring bullous 
plaques located on the head and neck, described by 
Brunsting and Perry,' and the other with nonscar- 
ring bullous lesions, usually present on the legs of 
women.’ We herein report a case of nonscarring LBP 
that was localized to an ostomy site and initially 
mistaken for aeute contact dermatitis to adhesive. 
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REPORT OF A CASE 


An 87-year-old woman with a history of hypertension 
was well until November 1981 when she noted blood in her 
stools and was found to have a large adenocarcinoma of the 
sigmoid colon. She underwent lower anterior resection of 
the rectosigmoid colon in November 1981, followed by 
radiation therapy. She subsequently developed intralumi- 
nal recurrence in the upper rectum in February 1985, 
requiring another low anterior resection. In May 1985, still 
another recurrence caused partial rectal obstruction neces- 
sitating an abdominal perineal resection and colostomy 
placement in the left lower quadrant of the abdomen. 

Two weeks later, the patient began routine stoma care. 
She used self-adhesive bags on skin surface prepared with 
a “skin prep.” This was performed daily without difficulty. 
Her subsequent course was uneventful until October 1985. 
At that time, one week after she had changed brands of 
“skin prep,” she developed inflammatory blisters at and 
immediately around the stoma. Her medications at the 
time included only chlorthalidone (Hygroton) and amitrip- 
tyline hydrochloride (Elavil). On physical examination, 
vesicles and bullae on an erythematous base were noted 
only in the area covered by the adhesive pad (Fig 1). She 
initially sought medical attention from her private physi- 
cian. An acute contact dermatitis was suspected, and she 
was treated with dexamethasone phosphate, 4 mg intra- 
muscularly, with no therapeutic response. A one-week 
tapering course of oral prednisone was also administered, 
with only mild improvement. Some benefit was observed 
simply by discontinuation of the “skin prep” and no 
further use of the appliance. 

The following week, the patient sought dermatologic 
attention for this persistent problem. A diagnosis of a 
primary bullous disorder was considered and confirmed by 
routine histopathologic and immunofluorescent studies. A 
skin biopsy specimen showed a subepidermal blister with 
numerous eosinophils in the papillary dermis and a chron- 
ic perivascular infiltrate (Fig 2). Direct immunofluores- 
cence performed on a perilesional skin biopsy demon- 
strated linear staining with IgG and C3 at the dermo- 
epidermal junction. Indirect immunofluorescence on 1.0 
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Fig 1.—Left abdomen of patient showing stoma, surrounding 
tense vesicles, and postinflammatory hyperpigmentation. 


mol/L of sodium chloride split skin demonstrated the 
presence of a circulating antibody at a titer of 1:16 that 
stained the epidermal side of the cleft.’ 

The patient was treated with 0.1% halcinonide cream 
twice a day. This decreased the severity and frequency of 
blistering significantly. Seven months after initiation of 
topical therapy, she still occasionally developed blisters 
around the stoma but nowhere else. 


COMMENT 


Many clinical variants of pemphigoid exist that 
fulfill the laboratory criteria of producing a subepi- 
dermal blister and a linear deposition of immunore- 
actants within the lamina lucida of the basement 
membrane zone. A recent review lists four types of 
localized pemphigoid and seven more generalized 
types. The localized variants that were noted include 
localized pretibial pemphigoid, dyshidrosiform pem- 
phigoid, Brunsting-Perry type of pemphigoid, and 
localized oral pemphigoid (desquamative gingivitis). 
Cicatricial pemphigoid (benign mucous membrane 
pemphigoid) may also remain localized and might be 
included in this category. 

We prefer to use theterm LBP to refer to nonscar- 
ring and nonmucosal BP that remains localized. A 
review of the literature reveals that there are rela- 
tively few well-documented cases of LBP. The major- 
ity of cases reported antedated immunofluores- 
cence.*’ Lever,’ in 1965, reviewed these cases and 
_ recognized LBP as an entity that tended to occur on 

the legs. However, it was not until 1967 that Jordon 
et al” demonstrated the presence of basement mem- 
brane zone antibodies and their specificity for BP. 
Person” emphasized the importance of immunohis- 
tochemical techniques to confirm the diagnosis of 
LBP. He reported a case with a clinical picture of 
- pretibial pemphigoid but with negative immunofluo- 
rescent studies. In his patient, blisters were primar- 
ily produced by hydrostatic forces alone. 

Many cases of confirmed LBP have occurred in the 
pretibial area of the lower extremities. Less com- 
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Fig 2.—Routine histologic findings of blister from patient 
shovving subepidermal vesicle vvith early reepithelialization at 
margin. There are numerous eosinophils in vesicle and sur- 
rounding dermis (hematoxylin-eosin, original magnification 
x250). 


monly, lesions have been reported on the palms and 
soles. As a result, Liu et al“ listed only localized 
pretibial pemphigoid and dyshidrosiform pemphig- 
oid as examples of LBP in their classification of 
pemphigoid variants. However, many patients with 
LBP, including the patient described herein, have 
lesions occurring at other sites (Table).''? Therefore, 
we feel that one should avoid such restrictive nomen- 
clature. 

The pathogenesis of LBP is unknown. It differs 
from generalized BP by its more benign course and 
greater responsiveness to topical steroids. Its occur- 
rence around a stoma in our patient suggests that 
local factors play an important role in its initiation. 
A plausible hypothesis is that there are certain 
“susceptible” patients in whom there is a predisposi- 
tion toward developing blisters when there is an 
insult to the skin. This susceptible individual can be 
regarded as having subclinical BP, an idea proposed 
by Person and Rogers.” They noted the development 
of transient BP lesions that seemed to be induced by 
elements of the Goeckerman regimen in three of 
their psoriatic patients. Others have observed a 
similar phenomenon with mechanical trauma, 
radiation therapy, fluorouracil, and ultraviolet 
light." Perhaps even pretibial lesions are com- 
mon because of hydrostatic forces or trauma in 
patients with otherwise subclinical disease. Some 
have conjectured that such local factors aid in “un- 
covering” the BP antigen. 

Other theories could explain the localized nature 
of this disease. Patients might have an antibody that 
is different from generalized BP antibody, but block- 
ing antibody studies do not confirm this.” Another 
hypothesis is that damaged epithelium at the site of 
some insult is the initial stimulus for antibody 
production. The antibody thereby produced has some 
quantitative specificity for that same location. 

Local factors are probably not entirely responsi- 
ble, however, since most patients with LBP have had 
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: “Summary of Reported Cases of Localized Bullous Pemphigoid : 


Age, y/ 


Source, y Case Sex Distribution 


immunofiuorescence 
—— ““—— 


Direct indirect Comments 





Neck, forearms 


C8, fibrin Negative No other disease 





| Person et al? 1976” 1 79/M 


2 T5/M Forearms, umbilicus 


Positive. antinuclear 
antibody assay 


C3, fibrin Negative 





| Sparrow and. 65/F “Lower leg” 


“Moynanan, 1? 1976 


1:320 Distribution limited to 


scar from recent injury. 


IgG, fibrin 





İ” Levine et al, 7 1979 72/M Soles 


İgG i 1:40 Simulated dyshidrosiform 


dermatitis 





“Felİner and Engber, "3 Pretibial 


1979 


IgG, C3 Not done Diabetes mellitus 





: Casado-Jimenez et al, '4 
1981 


Dorsal hands and arms 


IgG, C3 Not done Uterine adenocarcinoma 





“Provost et al,15 1979 Leg 


IgM, C3 1:40 





Legs 


IgA, G, M, E, C3 1:40 





“Lower leg” 


İgG, C3 1:20 





“Lower leg” 


Not tested 1:10,000 





Buttocks 


IgG, C3 Neatt 





C3 Neatt 





IgG, C3 Negative 





IgG, C3 1:40 





1 
2 
3 
4 
5 
6 
7 
8 
9 


İgG, C3 1:640 





o 


Palms and arms 


c3 1:80 





- 
= 


Legs 


IgG, C3 1:40 





_ 


Pincelli et al, 5 1982 Leg 


İgG, C3, fibrin 1:320 Arose on a scar 
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İİ Present case 87/F Stoma 


“Authors do not distinguish between scarring and nonscarring clinical lesions. 


+Positive in undiluted serum. 


Limited to area covered 
by adhesive 





ı $Mean age of the seven patients was 78 years. Distribution involved ‘predominantly one extremity” in six patients. 


circulating immunoglobulin directed against the 
basement membrane zone (Table). Patients with this 
‘circulating antibody, but without cutaneous lesions, 
might be regarded as having subclinical BP. The 
prevalence of this condition, if it exists, is unknown. 
Certainly, the distribution of the BP antigen in 
‘normal human epidermis cannot explain the distri- 
- bution of LBP lesions, since it has been found in 
— greatest concentration in flexural areas of the body." 
These areas are notably spared in patients with LBP. 
No one has actually examined the distribution of 
— antigen in these patients, but it is doubtful that it 
__ differs from its distribution in normal individuals. 
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Moreover, distribution changes would not explain 
the asymmetric involvement around the ostomy site 
sparing the contralateral abdominal skin. ” 
Since LBP seems to have a predilection for areas of 
trauma (whether induced by ultraviolet light, chem- _ 
icals, hydrostatic forces, etc), it is important to 
establish that these patients do not have epidermoly-. 
sis bullosa acquisita, which can mimic BP.’ Ernst 
and Marsch” and DeCastro et al demon- 
strated that immunoreactants occurred in the lami- 
na lucida in their patients with LBP. In our patient, 
1.0 mol/L of sodium chloride split skin was used as a 
substrate for indirect immunofluorescence. Staining 
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— acqulsita.” 

Another source of: diagnostic confüsion may be 
_ early generalized BP. In fact, BP often begins in a 
localized area and may precede generalized disease 


_ generalized BP had onset of her disease after a 
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was on the epidermal ide of th which is 


consistent with BP and not epidermolysis bullosa round a colostomy.” 


by months.”” A previously described patient with . 





prodrome of an “eezematous eruption” 


to be followed up for the development of blisters 
elsewhere. 


We wish to express our gratitude to W. Ray Gammon, MD, for 
his assistance with the indirect immunofluorescent studies. 
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initially 
Our patient's disease has 
-remained localized for five months, but she will have. 
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CHOOSE THE WETTER 
ALTERNATIVE 


Aristocort A 


Triamcinolone Acetonide Cream 
with AQUATAIN, the hydrophilic cream base 





Hydrates, penetrates, Aristocort A 
promotes healing mm TRIAMCINOLONE ACETONIDE -vn 


hydrophilic 


60 Grams 


Moisturizes damaged skin 
Enhances steroid delivery 


Almost 30 years of proven clinical 
success in treating mild-to-moderate 
steroid-responsive dermatoses 


Contains no parabens, lanolin, 
or propylene glycol 


Aristocort A 
Cream and Ointment 
Be sure to write the “A”I 


Available in 0.025%, .05%* and 0.1% strengths 
and a variety of sizes 





available in DE 













ARISTOCORT A” j agent. If prompt fav le response does not occur, discontinue therapy until the 
Triamcinolone Acetonide Cream and Ointment has been adequ ntrolied. No io rm animal studies have been performe 
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icosteroids has produced ADVERSE REACTIONS: The following infrequent local adverse reactions with to 
sion, manifestations of Cush- | corticosteroids may occur more frequently with the use of occlusive dressings. In 





Brief Summary 

Please see package insert for full prescribing information 
INDICATIONS AND USAGE: Indicated for the relief of the inflammatory and pruritic mani- 
festations of corticosteroid-responsive dermatoses 

CONTRAINDICATIONS: History of hypersensitivity to any of the components of the 
preparation 

PRECAUTIONS: General Systemic absorption of topical cort 
reversible hypothalamic-pituitary-adrenal (HPA) axis supp 









































ing s syndrome, intracranial hypertension in children, hypergiycemia, and glucosuria in approximate dec ng order of occurrence, burning, itching, irritation, dryness 
some patients. Applications of the more potent ste $, use over large surlace areas. pro- | tis, hypertrichosis, acneiform eruptions, hypopigmentation, perioral dermatitis, all 
longed use, and the addition of occlusive dressings may augment absorption contact dermatitis. maceration of the skin, secondary infection. skin atrophy, stria 

Therefore. patients having a potent topical steroid applied to a large surface area or mihana Í ı i “ 
under an occlusive dressing should be evaluated periodically for such suppression by DOSAGE AND ADMINISTRATION: Topica! corticosteroids are generally applied 
using the urinary tree cortisol and ACTH stimulation tests. If suppression is noted, try to | affected area as a thin film from three to four times daily, depending on the severi 
withdraw the drug, to reduce the frequency of application, or to substitute a less potent condition = 
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The Healing Touch” 


Nay be used for ine management of psoriasis or recalcitr: 
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Over the years we have addressed many important issues on these pages; however, this 
will be the first time we have specially discussed a Roche product. We believe the information 


provided here warrants changing our policy. 


Accutane’ (isotretinoin/Roche) 
Contraindicated in Pregnancy 


Accutane is a significant breakthrough in the treatment of severe recalcitrant cystic acne. 
A single course of therapy has been shown to result in complete and prolonged remission of this 
disfiguring disease in many patients. However, like many of the potent new therapeutic agents, 
Accutane must be used with caution because of potential serious side effects. For example, 
Accutane use is contraindicated in pregnancy because of its association with major human fetal 
abnormalities, including hydrocephalus, microcephalus, micropinna, small or absent external 
auditory canals, microphthalmia and cardiovascular abnormalities. 


It is important, therefore, that the following guidelines be followed with your female patients. 


Guidelines for Use of Accutane by Female Patients 


1. PRESCRIBE FOR THE CORRECT 
INDICATION—Accutane is approved only for the 
treatment of severe recalcitrant cystic acne and, 
because of the possible significant adverse effects 
associated with its use, should be reserved for 
patients who are unresponsive to conventional 
therapy, including systemic antibiotics. 


2. COUNSEL THE PATIENT FULLY 
REGARDING SERIOUS RISK TO FETUS SHOULD 
PREGNANCY OCCUR—Accutane must not be used 
by females who are pregnant or who intend to become 
pregnant while undergoing treatment; therefore, all 
female patients should be adequately warned of the 
potential dangers and the need for continued use of 
effective contraceptive methods. 


3. WARN THE PATIENT TO USE AN 
EFFECTIVE FORM OF CONTRACEPTION ONE 
MONTH PRIOR TO INITIATING THERAPY—choice of 
an effective form of contraception should be discussed 
with the patient and she should begin using the method 
selected at least one month before treatment with 
Accutane is begun. 

4. OBTAIN A NEGATIVE PREGNANCY TEST 


TWO WEEKS PRIOR TO INITIATING THERAPY— 
women of childbearing potential should not be given 


Accutane until pregnancy is excluded; therefore, a 
negative pregnancy test should be obtained within 
14 days of initiating treatment with Accutane. 


5. BEGIN THERAPY ON THE SECOND OR 
THIRD DAY OF NEXT MENSTRUAL PERIOD—the 
patient should be instructed to begin Accutane therapy 
on the second or third day of the next normal menstrual 
period. 


6. EMPHASIZE THE NEED FOR THE 
CONTINUED USE OF A CONTRACEPTIVE 
THROUGHOUT ENTIRE COURSE OF THERAPY 
AND FOR 30 DAYS AFTER COMPLETING 
TREATMENT—the patient should be made fully 
aware of the importance of using an effective form of 
contraception while taking Accutane, and the need to 
continue its use for one month after therapy has been 
completed. 


7. ALL FEMALE PATIENTS MUST AVOID 
PREGNANCY—even patients who normaily do not 
employ contraception because of a history of infertility 
should be advised to do so while taking Accutane, 
following the above guidelines. 





If you would like a supply of patient information brochures for use by your patients receiving Accutane, 
please ask your Roche representative or write to me: Bruce H. Medd, M.D., Assistant Vice President and 


Director, Professional and Marketing Services. 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 


Please see complete product information on next page. 
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CONTRAINDICATION: Accutane must not be used by females who are pregnant or who intend to 
become pregnant while undergoing treatment. R 

Major human fetal abnormalities related to Accutane administration have been reported, including 
hydrocephalus, microcephalus, abnormalities of the external ear (micropinna, small or absent 
external auditory canals), microphthalmia and cardiovascular abnormalities. n 
Women of childbearing potential should not be given Accutane until pregnancy is excluded. It is 
strongly recommended that a pregnancy test be performed within two weeks prior to Accutane ther- 
apy. Accutane therapy should start on the second or third day of the next normal menstrual period. An 
enective form of contraception should be used for at least one month before and also throughout 
Accutane therapy. It is recommended that contraception be continued for one month following dis- 
continuation of Accutane therapy. 

Females should be fully counseled on the serious risk to the fetus should they become pregnant while 
undergoing treatment. If pregnancy does occur during treatment, the physician and patient should 
discuss the desirability of continuing the pregnancy. 













DESCRIPTION: Accutane (isotretinoin/Roche), a retinoid which inhibits sebaceous gland function and keratiniza- 
tion, is available in 10-mg, 20-mg and 40-mg soft gelatin capsules for oral administration. Each capsule also con- 
tains beeswax. butylated hydroxyanisole, edetate disodium, hydrogenated soybean oil flakes, hydrogenated 
vegetable oil and soybean oil. Gelatin capsules contain glycerin and parabens (methyl and propyl), with the following 
dye systems: 10 mg—iron oxide (red) and titanium dioxide; 20 mg—FD&C Red No. 3, FD&C Blue No. 1 and titanium 
dioxide; 40 mq—FD&C Yellow No. 6, D&C Yellow No. 10 and titanium dioxide 

Chemically, isotretinoin is 13-cis-retinoic acid and is related to both retinoic acid and retinol (vitamin A). It is a 
yellow-orange to orange crystalline powder with a molecular weight of 300.44 

CLINICAL PHARMACOLOGY: The exact mechanism of action of Accutane is unknown 

Cystic Acne: Clinical improvement in cystic acne patients occurs in association with a reduction in sebum secretion 
The decrease in sebum secretion is temporary and is related to the dose and duration of treatment with Accutane, 
and reflects a reduction in sebaceous gland size and an inhibition of sebaceous gland differentiation 1 

Clinical Pharmacokinetics: The pharmacokinetic profile of isotretinoin is predictable and can be described using 
linear pharmacokinetic theory. 

After oral administration of 80 mg (two 40-mg capsules), peak blood concentrations ranged from 167 to 459 ng/ml 
(mean 256 ng/ml) and mean time to peak was 3.2 hours in normal volunteers, while in acne patients peak concen- 
trations ranged from 98 to 535 ng/ml (mean 262 ng/ml) with a mean time to peak of 2.9 hours. The drug is 99.9% 
bound in human plasma almost exclusively to albumin. The terminal elimination half-life of isotretinoin ranged from 
10 to 20 hours in volunteers and patients. Following an 80-mg liquid suspension oral dose of 14C-isotretinoin, 
14C--activity in blood declined with a half-life of 90 hours. Relatively equal amounts of radioactivity were recovered in 
the urine and feces with 65% to 83% of the dose recovered 

The major identified metabolite in blood is 4-oxo-isotretinoin. Tretinoin and 4-oxo-tretinoin were also observed. The 
terminal elimination of 4-oxo-isotretinoin is formation rate limited and therefore the apparent half-life of the 4-oxo 
metabolite is similar to isotretinoin following Accutane administration. After two aomi capsules of isotretinoin 
maximum concentrations of the metabolite of 87 to 399 ng/ml occurred at 6 to 20 hours. The blood concentration of 
the major metabolite generally exceeded that of isotretinoin after six hours 

The mean = SD minimum steady-state blood concentration of isotretinoin was 160 + 19 ng/ml in ten patients 
receiving 40-mg b./.d. doses. After single and multiple doses, the mean ratio of areas under the blood concentra- 
tion:time curves of 4-oxo-isotretinoin to isotretinoin was 3 to 3.5 

Tissue Distribution in Animals: Tissue distribution of 14C-isotretinoin in rats after oral dosing revealed high concen- 
trations of radioactivity in many tissues after 15 minutes, with a maximum in one hour, and declining to nondetect- 
able levels by 24 hours in most tissues. After seven days, however low levels of radioactivity were detected in the 
liver, ureter, adrenal, ovary and lacrimal gland 

INDICATIONS AND USAGE: Cystic Acne: Accutane is indicated for the treatment of severe recalcitrant cystic acne, 
and a single course of therapy has been shown to result in complete and prolonged remission of disease in many 
patients.1-3 If a second course of therapy is needed. it should not be initiated until at least eight weeks after comple- 
tion of the first course, since experience has shown that patients may continue to improve while off drug 

Because of significant adverse effects associated with its use, Accutane should be reserved for patients with severe 
cystic acne who are unresponsive to conventional therapy, including systemic antibiotics 

CONTRAINDICATIONS: Pregnancy: Category X. See boxed CONTRAINDICATION. 

Accutane should not be given to patients who are sensitive to parabens, which are used as preservatives in the 
gelatin capsule 

WARNINGS: 


Pseudotumor cerebri: Accutane use has been associated with a number of cases of pseudotumor 
cerebri (benign intracranial hypertension). Early signs and symptoms of pseudotumor cerebri include 
papilledema, headache, nausea and vomiting, and visual disturbances. Patients with these symp- 
toms should be screened for papilledema and, if present, they should be told to discontinue Accutane 
immediately and be referred to a neurologist for further diagnosis and care. 







Cornea! Opacities: Corneal opacities have occurred in patients receiving Accutane for acne and more frequently when 
pet drug dosages were used in patients with disorders of keratinization. All Accutane patients experiencing visual 
difficulties should discontinue the drug and have an ophthalmological examination. The corneal opacities that have 
been observed in patients treated with Accutane have either completely resolved or were resolving at follow-up six to 
seven weeks after discontinuation of the drug. See ADVERSE REACTIONS 
Inflammatory Bowel Disease: Accutane has been temporally associated with inflammatory bowel disease (including 
regional ileitis) in patients without a prior history of intestinal disorders. Patients experiencing abdominal pain, rectal 
bleeding or severe diarrhea should discontinue Accutane immediately 
Lipids: Blood lipid determinations should be performed before Accutane is given and then at intervals until the lipid 
response to Accutane is established. which usually occurs within four weeks. See PRECAUTIONS. 
Approximately 25% of patients receiving Accutane experienced an elevation in plasma triglycerides. Approximately 
15% developed a decrease in high density lipoproteins and about 7% showed an increase in cholesterol levels. These 
effects on triglycerides, HDL and cholesterol were reversible upon cessation of Accutane therapy 
Patients with increased tendency to develop hypertriglyceridemia include those with diabetes mellitus obesity, 
increased alcohol intake and familial history. 
The cardiovascular consequences of hypertriglyceridemia are not well understood, but may increase the patient's 
risk status. In addition, elevation of serum triglycerides in excess of 800 mg/d! has been associated with acute 
pancreatitis. Therefore, every attempt should be made to contro! significant triglyceride elevation 
Some patients have been able to reverse triglyceride elevation by reduction in weight, restriction of dietary fat and 
alcohol, and reduction in dose while continuingé\ccutane 4 
An obese male patient with Darier s disease developed elevated triglycerides and subsequent eruptive xanthomas.5 
Hyperostosis: In clinical trials of disorders of keratinization with a mean dose of 2.24 mg kg day, a high prevalence of 
skeletal hyperostosis was noted. Two children showed x-ray findings suggestive of premature closure of the epi- 
physis. Additionally, skeletal hyperostosis was noted in six of eight patients in a prospective study of disorders of 
keratinization.6 Minimal skeletal hyperostosis has also been observed by x-rays in prospective studies of cystic acne 
Patients treated with a single course of therapy at recommended doses 
Animal Studies: In rats guen 32 or 8 mg/kg/day of isotretinoin for 18 months or longer. the incidences of focal 
calcification, fibrosis and inflammation of the myocardium, calcification ot coronary. pulmonary and mesenteric 
arteries and metastatic calcification of the gastric mucosa were greater than in control rats of similar age. Focal 
endocardial and myocardial calcifications associated with calcification of the coronary arteries were observed in two 
dogs after approximately six to seven months of treatment with isotretinoin at a dosage of 60 to 120 mg/kg/day. 
In dogs given isotretinoin chronically at a dosage of 60 mg/kg/day, corneal ulcers and corneal opacities were 
encountered at a higher incidence than in control dogs. In general. these ocular changes tended to revert toward 
normal when treatment with isotretinoin was stopped, but did not completely clear during the observation period 
n ven isotretinoin at a dosage of 32 mg/kg/day for approximately 15 weeks. long bone fracture has been 
observe 
PRECAUTIONS: /nformation for Patients: Women of childbearing potential should be instructed that they must 
not be pregnant when Accutane therapy is initiated, and that they should use an effective form of contraception 
while taking Accutane and for one month after Accutane has been stopped. See boxed CONTRAINDICATION. 
Because of the relationship of Accutane to vitamin A, patients should be advised against taking vitamin supplements 
containing vitamin A to avoid additive toxic effects 
Kü should be informed that transient exacerbation of acne has deen seen, generally during the initial period of 
erapy. 
Patients should be informed that they may experience decreased tolerance to contact lenses during and after therapy. 


Laboratory Tests: The incidence of hypertriglyceridemia is 1 patient in 4 on Accutane therapy. Pretreatment and 
follow-up blood lipids should be obtained under fasting conditions. After consumption of alcohol at least 36 hours 
should elapse before these determinations are made. It is recommended that these tests be performed at weekly or 
biweekly intervals until the lipid response to Accutane is established 

Certain patients receiving Accutane have experienced problems in the control of their blood sugar. Therefore, known 
or suspected diabetics should have periodic blood sugar determinations performed during Accutane therapy. Some 
patients undergoing vigorous physical activity while on Accutane therapy have experienced elevated CPR levels; 
however, the clinical significance is unknown 

Carcinogenesis, Mutagenesis, Impairment of Fertility: In Fischer 344 rats given isotretinoin at dosages of 32 or 8 
mg/kg/day for greater than 18 months, there was an increased incidence of pheochromocytoma. The incidence of 
adrenal medullary hyperplasia was also increased at the higher dosage. The relatively high level of spontaneous 
pheochromocytomas occurring in the Fischer 344 rat makes it a poor model for study of this tumor, since the 
increase in adrenal medullary proliferative lesions following chronic treatment with relatively high dosages of isotre- 
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tinoin may be an accentuation of a genetic predisposition in the Fischer 344 rat, and its relevance to the human 
Population is not clear. In addition, a decreased incidence of liver adenomas, liver angiomas and leukemia was noted 
at the dose levels of 8 and 32 mg/kg/day. 

The Ames test was conducted in two laboratories. The results of the tests in one laboratory were completely nega- 
tive, while in the second laboratory a weakly positive (less than 1.6 x background) was seen with S. typhimurium 
TA100. No dose-response effect was seen and all other strains were negative. Additionally, other mutagenicity tests 
(Chinese hamster cells, mouse micronucleus test and S. cerevisiae) were also negative 

No adverse effects on gonadal function, fertility, conception rate, gestation or parturition were observed at dose 
levels of 2, 8 or 32 mg/kg/day in male and female rats 

In dogs, testicular atrophy was noted after treatment with isotretinoin for approximately 30 weeks at dosages of 60 
or 20 mg/kg/day. In general, there was microscopic evidence for appreciable depression of spermatogenesis but 
some sperm were observed in all testes examined and in no instance were completely atrophic tubules seen. In 
studies in 66 human males, 30 of whom were patients with cystic acne, no significant changes were noted in the 
count or motility of spermatozoa in the ejaculate. Studies further evaluating this in humans are being conducted. 
Pregnancy: Category X. See boxed CONTRAINDICATION. 

Nursing Mothers: \t is not known whether this drug is excreted in human milk. Because of the potential for adverse 
effects, nursing mothers should not receive Accutane 

ADVERSE REACTIONS: Clinical: Many of the side effects and adverse reactions seen or expected in patients receiving 
Accutane are similar to those described in patients taking high doses of vitamin A 

The percentages of adverse reactions listed below reflect the total experience in Accutane studies, including investi- 
gational studies of disorders of keratinization, with the exception of those pertaining to dry skin and mucous mem- 
branes. These latter reflect the experience only in patients with cystic acne because reactions relating to dryness are 
more commonly recognized as adverse reactions in this disease. Included in this category are dry skin, skin fragility, 
pruritus, epistaxis, dry nose and dry mouth, which may be seen in up to 80% of cystic acne patients 

The most frequent adverse reaction to Accutane is cheilitis, which occurs in over 90% of patients. A less frequent 
reaction was Conjunctivitis (about two patients in five) 

Skeletal hyperostosis has been observed on x-rays of patients treated with Accutane. See WARNINGS. 
Approximately 16% of patients treated with Accutane developed musculoskeletal symptoms during treatment. In 
general, these were mild to moderate and have occasionally required discontinuation of drug. Less frequently, tran- 
sient pain in the chest has also been reported These symptoms generally cleared rapidly after discontinuation of 
Accutane but in rare cases have persisted 

In less than one patient in ten—rash; thinning of hair, which in rare cases has persisted 

İn approximately one patient in twenty—peeling of palms and soles, skin infections, nonspecific urogenital findings, 
nonspecific gastrointestinal symptoms, fatigue, headache and increased susceptibility to sunburn. 

Accutane has been associated with a number of cases of pseudotumor cerebri, some of which involved concomitant 
use of tetracyclines. See WARNINGS 

The following CNS reactions have been reported and may bear no relationship to therapy—seizures, emotional 
instability , dizziness, nervousness, drowsiness, malaise, weakness, insomnia, lethargy and paresthesias 
Depression has been reported in some patients on Accutane therapy. In some of these patients, this has subsided 
with discontinuation of therapy and recurred with reinstitution of therapy. 

The following reactions have been reported in less than 1% of patients and may bear no relationship to therapy— 
changes in skin pigment (hypo- and hyperpigmentation), urticaria, bruising, disseminated herpes simplex, edema, 
hair problems (other than thinning), hirsutism, respiratory infections, weight loss, erythema nodosum, paronychia, 
nail dystrophy, bleeding and inflammation of the gums, abnormal menses and optic neuritis 

A few isolated reports of Wegener's granulomatosis have been received, but no causal relationship to Accutane 
therapy has been established 

In Accutane studies to date. of 72 patients who had normal pretreatment ophthalmological examinations, five devel- 
oped corneal opacities while on Accutane (all five patients had a disorder of keratinization). Corneal opacities have 
also been reported in cystic acne patients treated with Accutane. See WARNINGS. Dry eyes and decrease in night 
vision have been reported and in rare instances have persisted. Cataracts and visual disturbances have also been 
reported 

Accutane has been temporally associated with inflammatory bowel disease. See WARNINGS. 

As may be seen with healing cystic acne lesions, an occasional exaggerated healing response, manifested by exu- 
berant granulation tissue with crusting, has also been reported in patients forewing homo with Accutane. 
Laboratory: Accutane therapy induces change in serum lipids in a significant number of treated subjects. Approxi- 


Mately 25% of patients had elevation of plasma du Five out of 135 patients treated for cystic acne and 32 W 


Out of 298 total subjects treated for all diagnoses showed an elevation of triglycerides above 500 mg percent. About 
16% of patients showed a mild to moderate decrease in serum high density lipoprotein (HDL) levels while receiving 
treatment with Accutane and about 7% of patients experienced minimal elevations of serum cholesterol during 
treatment. Abnormalities of serum triglycerides, HDL and cholesterol were reversible upon cessation of Accutane 
therapy. 

Normandy 40% of patients receiving Accutane developed elevated sedimentation rates, often from elevated 
baseline values 

From one in ten to one in five patients showed decreases in red blood cell parameters and white blood cell counts, 
elevated platelet counts, white cells in the urine, increased alkaline phosphatase, SGOT, SGPT, GGTP or LDH 

Less than one in ten patients showed proteinuria, microscopic or gross hematuria, elevated fasting blood sugar. 
elevated CPK or hyperuricemia 

Dose Relationship and Duration: Cheilitis and hypertriglyceridemia are usually dose-related 

Most adverse reactions were reversible when therapy was discontinued; however, some have persisted after 
cessation of therapy. (See WARNINGS and ADVERSE REACTIONS.) 

Overdosage: The oral LDso of isotretinoin is greater than 4000 mg/kg in rats and mice and is approximately 1960 
mg/kg in rabbits. Overdose has been associated with transient headache, vomiting. facial flushing, cheilosis, 
abdominal pain, headache, dizziness and ataxia. All symptoms quickly resolved without apparent residual effects. 
DOSAGE AND ADMINISTRATION: The recommended dosage range for Accutane is 0.5 to 2 mg/kg given in two 
divided doses daily for 15 to 20 weeks. In studies comparing 0.1. 0.5, and 1 mg/kg/day,7 it was found that all doses 
Provided initial clearing of disease but there was a greater need for retreatment with the lower dose(s). 

Itis recommended that for most patients the initial dose of Accutane be 0.5 to 1 mg/kg/day. Patients whose disease is 
very severe or is primarily manifest on the body may require up to the maximum recommended dose, 2 müda 
During treatment, the dose may be adjusted according to response of the disease and/or the appearance of clinical 
side effects—some of which may be dose-related 

lf the total cyst count has been reduced by more than 70 percent prior to completing 15 to 20 weeks of treatment, the 
drug may be discontinued. After a period of two months or more off therapy, and if warranted by persistent or 
recurring severe cystic acne, a second course of therapy may be initiated 


ACCUTANE DOSING BY BODY WEIGHT 


Body Weight Total mg/day 
kilograms pounds 0.5 mg/kg 1mg/kg 2 mg/kg 
40 88 20 40 80 
50 110 25 50 100 
60 132 30 60 120 
70 154 35 70 140 
80 176 40 80 160 
90 198 45 90 180 
100 220 50 100 200 


0ı.k— ıı — — ———. 
How oso Soft gelatin capsules, 10 mg (light pink). imprinted ACCUTANE 10 ROCHE, bottles of 100 (NDC 
Soft gelatin capsules, 20 mg (maroon), imprinted ACCUTANE 20 ROCHE; bottles of 100 (NDC 0004-0169-01). 

pon gean capsules, 40 mg (yellow), imprinted ACCUTANE 40 ROCHE; bottles of 100 (NDC 0004-0156-01) 

1. Peck GL, Olsen TG, Yoder FW, Strauss JS, Downing DT, Pandya M, Butkus D, Arnaud-Battandier J: Prolonged 
remissions of cystic and conglobate acne with 13-cis-retinoic acid. N Eng! J Med 300-329-333, 1979. 2. Farrell LN, 
Strauss JS. Stranieri AM: The treatment of severe cystic acne with 13-cis-retinoic acid. Evaluation of sebum produc- 
tion and the clinical response in a multiple-dose trial. J Am Acad Dermatol 3:602-611, 1980. 3. Jones H, Blanc D, 
Cunliffe WJ: 13-cis-retinoic acid and acne. Lancet 2:1048-1049, 1980. 4. Katz RA, Jorgensen H, Nigra TP: Elevation 
of serum triglyceride levels from oral isotretinoin in disorders of keratinization. Arch Dermatol 116:1369-1372, 1980. 
5. Dicken CH, Connolly SM: Eruptive xanthomas associated with isotretinoin (13-cis-retinoic acid). Arch Dermatol 
116-951-952, 1980. 6. Ellis CN, Madison KC, Pennes DR, Martel W, Voorhees JJ: Isotretinoin therapy is associated 
with early skeletal radiographic changes. J Am Acad Dermato! 10:1024-1029, 1984. 7. Strauss JS, Rapini RP, Shalita 
AR, Konecky E, Pochi PE, Comite H, Exner JH: Isotretinoin therapy for acne: Results of a multicenter dose-response 
study. J Am Acad Dermatol 10:490-496. 1984 
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= £ When I first started in d 

thing that everyone else did, try differe 
products that were available. Dove stands alone. Itis $ 
clear testimony that you can wash the skin, get it i 
clean, without having the alkaline pH to disrupt the ~ P 
acidic mantle. I would recommend Dove to every- 4 f 
one...patients of all skin qualities, diseased and non- j 


r diseased. There is nothing else like it. Ly 
. 
Joel Kassimir, MD 


Clinical Instructor, Dermatology 


f f Nevv York University Medical Center 
Soaps in general tend to be much more into the alkaline 


side and that makes them more irritating, especially 
to the outer skin. What I am looking for, and what 
other dermatologists are looking for, is a soap that is 
the least harmful, or ideally neutral. If you want a 
cleansing bar that will do the job, its Dove. No prod- 


uct is milder. Ly 
wh ® Stephen B. Kurtin, MD 
Assistant Clinical Professor, Dermatology 
bar Mt. Sinai School of Medicine 
New York, New York 
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One reason: 
the distinctive bases 





— TOPICORT 
(DESOXMETASON E) 
Emollient Cream 0.25% 


Documented efficacy with distinctive non- greasy moisturizing base for 
dermatoses requiring a high-potency topical corticosteroid. 


| TOPICORT 
OSAMI NONS | 
Emollient Cream d 057 


Documented efficacy vvith distinctive non- greasy moisturizing base for 
dermatoses responding to a medium potency topical corticosteroid. 


oan (OESCXIVETASONE) 
YISEASES & SUR 


Documented efficacy with distinctive base containing beeswax and 
” OF FTH E SK white petrolatum for maximum occlusion, lubrication and penetration of 


corticosteroid-responsive lesions. 
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wi, TOPİCORT 


(DESOXİMETASONE) 
Gel 0.05% 


Documented efficacy vvith distinctive gel base — elegant high- 
UR M D at Py potency formulation spreads easily, even over hairy areas, without 
LEY. JR. MU. stickiness or greasy after-feel. 


Please see following page for brief summary of full prescribing information 
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Topicort® 
(desoximetasone) 
Emollient Cream 0.25% 


Topicort® LP 
(desoximetasone) 
Emollient Cream 0.05% 


Topicort® Ointment 
(desoximetasone) 0.25% 


Topicort® Gel 
(desoximetasone) 0.05% 


Brief Summary—Consult Package Insert for Full Prescrib- 
ing Information 


INDICATIONS: For relief of the inflammatory and pruritic 
manifestations of corticosteroid-responsive dermatoses 
CONTRAINDICATIONS: History of hypersensitivity to 
ay component of the preparation 

PRECAUTIONS: Systemic absorption of topical cor- 
ticosteroids has produced reversible hypothalamic- 
pituitary-adrenal (HPA) axis suppression, manifestations of 
Cushing's syndrome, hyperglycemia, and glucosuria in 
some patients. Conditions which augment systemic ab- 
sorption include application of the more potent steroids, 
use over large surface areas, prolonged use, and addition 
of occlusive dressings. When these conditions exist, 
evaluate patients periodically for evidence of HPA axis 
suppression, using urinary free cortisol and ACTH stimula- 
tion tests. If HPA axis suppression is noted, attempt to 
withdraw the drug, reduce the frequency of application, or 
substitute a less potent steroid. Recovery of HPA axis 
function is generally prompt and complete upon discon- 
tinuation. infrequently, signs and symptoms of steroid 
withdrawal may occur, requiring supplemental systemic 
corticosteroids. 

Children may absorb proportionally larger amounts of 
topical corticosteroids and thus be more susceptible to 
systemic toxicity. 

If irritation develops, discontinue topical corticosteroids 
and institute appropriate therapy. In the presence of der- 
matological infections, institute use of an appropriate an- 
tifungal or antibacterial agent. If favorable response does 
not occur promptly, discontinue the corticosteroid until in- 
fection has been adequately controlled. Avoid contact with 
the eyes 

Long-term animal studies have not been performed to 
evaluate the carcinogenic potential or effect on fertility of 
topical corticosteroids. Studies to determine mutagenicity 
with prednisolone and hydrocortisone have revealed 
negative results. 

orticosteroids are generally teratogenic in laboratory 
animals when administered systemically at relatively low 
dosage levels. The more potent corticosteroids have been 
shown to be teratogenic after dermal application in 
laboratory animals. There are no adequate and well- 
controlled studies in pregnant women on teratogenic ef- 
fects from topically applied corticosteroids. They should 
be used during pregnancy only if the potential benefit 
justifies the potential risk to the fetus. Drugs of this class 
should not be used extensively on pregnant patients, in 
large amounts, or for prolonged periods of time. It is not 
known whether topical administration of corticosteroids 
could result in sufficient systemic absorption to produce 
detectable quantities in breast milk. Systemically ad- 
ministered corticosteroids are secreted into breast milk in 
quantities not likely to have a deleterious effect on the in- 
fant. Nevertheless, caution should be exercised when 
topical corticosteroids are administered to a nursing 
woman . 

Pediatric patients may demonstrate greater suscep- 
tibility to topical corticosteroid-induced HPA axis suppres- 
sion and Cushing's syndrome than mature patients 
because of a larger skin surface area to body weight ratio 
HPA axis suppression, Cushing's syndrome, and in- 
tracranial hypertension have been reported in children 
receiving topical corticosteroids. Manifestations of 
adrenal suppression in children include linear growth 
retardation, delayed weight gain, low plasma cortisol 
levels, and absence of response to ACTH stimulation 
Manifestations of intracranial hypertension include bulg- 
ing fontanelles, headaches, and bilateral papilledema 

Advise parents not to use tight-fitting diapers or plastic 
pants on a child being treated in the diaper area, as these 
garments may constitute occlusive dressings. Administra- 
tion of topical corticosteroids to children should be limited 
to the least amount compatible with an effective 
therapeutic regimen. Chronic corticosteroid therapy may 
interfere with growth and development of children. 
ADVERSE REACTIONS: The following local adverse 
reactions, listed in approximate decreasing order of occur- 
rence, are reported infrequently with topical cor- 
ticosteroids, but may occur more frequently with the use 
of occlusive dressings: burning, itching, irritation, dryness, 
folliculitis, hypertrichosis, acneiform eruptions, 
hypopigmentation, perioral dermatitis, allergic contact 
dermatitis, maceration of the skin, secondary infection, 
skin atrophy, striae, and miliaria 
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When your patients 
need sexual counseling, 
are you prepared 
to help them? 


Here's how fo find out... 


Sexual Problems in 


Medical Practice 


An easy-to-use clinical guide that 
helps you recognize and treat 
your patients’ sexual problems 


Published by the 
American Medical Association 


If you have ever questioned your preparedness to diagnose and treat your patients’ 
sexual difficulties—or if you have had little background in counseling—this AMA 
publication will help you understand your patients’ concerns and assure appropriate 
therapy. 


Defining your role 

A key issue addressed is how you as a physician should deal with sexual problems 
within the scope of your practice. The book describes six levels of possible intervention: 
evaluator-inquirer, sex educator, sex counselor, marital therapist, psychotherapist, and, 
sex therapist. With this information, you can better determine at what level of intervention 
you feel competent and emotionally comfortable. 


The book discusses methods of progression from simple recognition of a problem, 
through providing information about the problem, to actual counseling and therapy. 


Written by leading authorities 

Sexual Problems in Medical Practice contains 27 chapters organized into three sections: 
Basic Information, Clinical Aspects, and Management Considerations. Each chapter 
is written by a noted authority in the field of human sexuality. Harold |. Lief, M.D. 
is Editor-in-Chief. 


Order your copy today! 

Sa ee ee ee ee ee ee ee ee ee ee a M 
Order Dept., OP 120 

American Medical Association 
PO. Box 10946 

Chicago, IL 60610 





Please send me 
OP 120. 


copies of Sexual Problems in Medical Practice, 


Single copy price $24 (medical students, $12) $ 
Less 10% discount, AMA members only $ 
Subtotal $ 
Sales tax (IL, NY residents only) $... 
Handling i $ 150 
Delivery Charge: 2.00 per book $ 
TOTAL $ 


Enclosed is my check, payable to the American Medical Association, for $ 
Payment must accompany order. 


Name 





Address 





City/State/Zip 
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POWER 


60 ml 
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Cleocin T 


Topical Solution 
(clindamycin phosphate) 



















“ELEOCİNT “Topical Solution 
(clindamycin phosphate, USP. Upjohn} 


“INDICATIONS: CLEOCİN T Topical Solution is indicated in the treatment of acne vulgaris. in 

“view of the potential for diarrhea, bloody diarrhea, and pseudomembranous colitis, the physi- 
clan should consider whether other agents are more appropriate. (See CONTRAINDICA- 
TIONS, WARNINGS. and ADVERSE REACTIONS.) 


CONTRAINDICATIONS: CLEOCİN T is contraindicated in individuals with a history of hyper- 
Sensitivity to preparations containing clindamycin or lincomycin, a history of regional enter- 
‘itis or ulcerative colitis, or a history of antibiotic-associated colitis 


2 WARNINGS: Orally and parenterally administered clindamycin has been asso- 
‘ciated with severe colitis which may end fatally. Use of the topical formulation 
— results in absorption of the antibiotic from the skin surface. Diarrhea, bloody 
“diarrhea, and colitis (including pseudomembranous colitis) have been reported 
-with the use of topical and systemic clindamycin. Symptoms can occur after a 
~ few days, weeks, or months following initiation of clindamycin therapy. They 
“have also been observed to begin up to several weeks after cessation of therapy 
- with clindamycin. Studies indicate a toxin(s) produced by Clostridium difficile is 
“one primary cause of antibiotic-associated colitis. The colitis is usually charac- 
terized by severe persistent diarrhea and severe abdominal cramps and may be 
“associated with the passage of blood and mucus. Endoscopic examination may 
< reveal pseudomembranous colitis. 


When significant diarrhea occurs, the drug should be discontinued. Large bowel 
endoscopy should be considered in cases of severe diarrhea. 


: Antiperistaltic agents such as opiates and Lomotil may prolong and/or worsen the condition 
Vancomycin has been found to be effective in the treatment of antibiotic-associated pseudo- 
x membranous colitis produced by Clostridium difficile. The usual aduit dosage is 500 mg 


Mild cases of colitis may respond to discontinuance ot clindamycin. Moderate to severe cases 
should be managed promptly with fluid. electrolyte, and protein supplementation as indi- 
cated. Cholesiyramıne and colestipo! resins have been shown to bind the toxin in vitro İf both 
oa resin and vancomycin are to be administered concurrently, if may be advisable to separate 
the time of administration of each drug. Systemic corticoids and corticoid retention enemas 
may help. Other causes of colitis shouid also be considered 


PRECAUTIONS: CLEOCİN T contains an alcohol base which will cause burning and irritation 
- of the eye. In the event of accidental contact with sensitive surfaces (eye, abraded skin 
mucous membranes), bathe with copious amounts of cool tap water The solution tastes 
unpleasant 


CLEOCIN T should be prescribed with caution in atopic individuals 
Pregnancy: This drug should be used duting pregnancy only if clearly needed 


“Nursing Mothers: Nursing should not be undertaken while a patient is on a drug since 
“many drugs are excreted in human milk 


ADVERSE REACTIONS: Skin dryness is the most common adverse reaction 
Clindamycin has been associated with severe colitis which may end fatally (see WARNINGS) 


< Cases of diarrhea, bloody diarrhea. and colitis (including pseudomembranous colitis) have 
been reported in patients treated with topical clindamycin 


Other effects which have been reported in association with topical formulations include 
| 

























































































































































Abdominal pain Gram-negative folliculitis Sensitization 
Contact dermatitis Imitation Stinging of the eye 





» Gastrointestinal disturbances Oily skin 
DOSAGE AND ADMINISTRATION: Appy a thin film of CLEOCIN T Topical Solution twice 
daily to affected area 


“NOV SUPPLIED: CLEGCIN T Topical Solution containing clindamycin phosphate equivalent 
0:10 mg clindamycin per milliliter is available in the following sizes. 


30 mi applicator hottie - NDC 0009-3116-01 
60 ml applicator bottle - NDC 0009-3116-02 Upjoh 
16.02 (473 mi} bottle - NDC 0008-3116-04 pjonn 
The applicator is designed so that the solution may be The Upjohn Company 
applied directly to the involved skin Kalamazoo, Mi 49001 USA 
CAUTION: Federal iaw prohibits dispensing without pre- 
‘ scription 


For additional product information, see package J-6456 
insert ür consult your Upjohn representative. January 1967 
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~LOPFICAL J A : 
EFFECTIVE CONTROL 
OF POSTHERPETIC PAIN 


Effective: Controls pain associated with postherpetic Unique Pharmacology: Works via localized 


depletion of Substance P, an endogenous neuropepti 
involved in the transmission of pain impulses. 


Selective Mode of Action: Zostrix, unlike 
anesthetics, controls pain without affecting discrimin 
tory sensations, such as touch and vibration. 


aeuralgia in most patients. 









Wont > 
= afe: Non-addictive, non-psyehoactive. No inter- 
— — çtions with systemic medications commonly prescribed 


or geriatric patients. — 
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Zostrix 


(capsaicin 0.025%) 





Convenient: Zostrix is available in an easily appli 
topical cream. 


Important Guidelines for Use: Patient complian 
is vital to successful therapy. Patients should be 
instructed to apply Zostrix to the affected area three 
four times daily. Optimal response should be achiev 
within 14 to 28 days. Continued application of Zost) 
three or four times daily is necessary to sustain its 
clinical effect. 


How Supplied: 45g tubes (NDC 52761-552-45) 
U.S. Patent Nos. 4486450. 5536404 


Zostrix 
THE FIRST LINE TOPICAL THERAPY 
FOR POSTHERPETIC NEURALGIA 


Description 

Zostrix cream contains capsaicin 0.025% in an emollient base. C apsaicin is a 
naturally occurring substance derived frem plants of the Solanaceae family 
with the chemical name trans-8-methyl-N-vanillyl-6-nonenamide. C apsaicin 
is a white crystalline powder with a molecular weight of 305.4. It is 
practically insoluble in water but very soluble in alcohol, ether and chloroform 


O 
CH,NH-C-(CH,),CH=CH-CH(CH,), 


OCH, 
OH 


Action and Indications 


Although the precise mechanism of action of capsaicin is not fully understood, 


current evidence suggests that capsaicin renders skin insensitive to pain by 
depleting and preventing reaccumulation of substance P in peripheral sensory 
neurons. Substance P is thought to be the principal chemomediator of pain 
impulses from the periphery to the central nervous system. Zostrix cream 


is indicated for the temporary relief of the pain (neuralgia) associated with 
and following episodes of herpes zoster infections after open skin lesions 
have healed 


Warnings 

For external use only. Avoid contact with eyes and broken or irritated skin 
Do not bandage tightly. If condition worsens, or if symptoms persist for 
more than 14 days or clear up and occur again within a few days, discontinue 
use of this product and consult your physician. Keep this and all drugs 

out of the reach of children 


Directions 

Adults and children 2 years of age or older Apply Zostrix to affected area 
not more than 3 or 4 times daily. Zostrix may cause transient burning on 
application. This burning is observed more frequently when application 
schedules of less than 3 or 4 times daily are utilized. After Zostrix is applied 
with the fingers, the hands should be washed immediately. 


How Supplied 
45g tubes (NDC 52761-552-45) 
U.S. Patent Nos. 4486450. 5536404 





For samples and monograph call: or write: 


Toll-free 
ae Medical Director 


1-800- 533-33 76 GenDerm Corporation 


In Illinois 425 Huehl Road 


312-564-5435 Northbrook, IL 60062 


Marketed by GENDERm Corporation, Northbrook, IL 600: 


GD87A Printed in U.S... 





The Best Therapy for Psoriasis 


Treats More Than the Skin 
PHOTOTHERAPY Treats the Person Inside 


active, productive life is what everyone wants. But for 
ns of people of all ages, the distress of psoriasis clouds 
‘ream. 
v physicians can help psoriatics with quick, easy and 
tive phototherapy treatment — a treatment proven 
tive in years of professional use and in a variety of studies 
əoding medical schools.* What's more, with National 
Jical’s UVB and/or UVA Phototherapy Systems, you receive 
lowing unique National Biological features and benefits: 
e light energy output — our exclusive ballast system makes 
difference. 
lects over twice as much light energy as competitive units 
- our unique reflector material makes it possible. 
i «ealed system for the ultimate in protection — Booths are 
sealed top and bottom to prevent radiation leakage. 
inter stor meters that can malfunction, potentially causing 
„dosage or burns — measurement of lamp intensity is 
” »letely operator controlled. 
" lation and complete instruction provided by our trained 
annel — assures you of trouble-free service. 
, 20 years of experience in providing professional 
1ertise and support for quality phototherapy systems. 








These and other phototherapy benefits, like faster clearing 
of flare-ups and shorter treatment times, mean patients are more 
likely to continue to seek professional guidance and follow 
prescribed regimens. 

For further information on the complete line of UVB and/or UVA 
Phototherapy Systems for the doctor's office and the patient's 
home,** contact: 


The Phototherapy Experts- 
We've Captured the Sun 


NATIONAL 

BIOLOGICAL 
CORPORATION 

1532 Enterprise Parkway 
Twinsburg, Ohio 44087 

Phone: (in Ohio) 1-800-227-6394 
Toll Free: (outside Ohio) 1-800-338- 


* Send for copies. 
** National Biological sells phototherapy equipment only to qualified patients wi 
physician approval. 
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. Moisturel” Lotion 
The touch of tomorrow, preferred today. 


With Moisturel™ botion, the future of dry skin 
technology has more than arrived. Moisturel 
has been outstafidingly accepted by derma- 
tologists like yourself and by patients like 
yours. In a nationwide survey* eight out of ten 
patients responding rated Moisturel better 
than their previous hand and body lotion (see 
Figure). . 

Offer your dry skin patients the touch of 
tomorrow that they'll appreciate today. Rec- 
ommend Moisture! Lotion. 


“Number of patients respond ng: 3,351. Data On file, Westwood Pharmaceuticals Inc 


Now in Canada. 


Patient Preference for Moisture! 
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Overall Effectiveness Lack of Lack of Consistency 
in relieving greasiness stinging 
dryness burning 


WESTWOOD” 


SCIENCE DEVOTED TO BETTER SKIN CARE. 


©1985 Westwood Pharmaceuticals Inc., Buffalo, New York 14213 








SOOTHES AND MOISTURIZES 
DAY, SKIN 
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ülesruooo 


